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editorials 


Things  To  Come 

We  are  in  the  midst  of  a revolution  in  all  sci- 
ences, especially  physics,  chemistry,  biology  and 
mathematics.  'Wdrat  appeared  as  science  hction  a few 
years  ago  is  coming  to  be  realized  today.  At  least 
three  drugs  have  been  developed  that  offer  advance 
protection  against  smallpox,  influenza  and  herpes 
simplex  affliction  of  the  eye.  In  the  case  of  the  first 
two  however  the  drugs  are  not  effective  once  the 
disease  has  started,  but  they  are  helpful  in  protect- 
ing recently  exposed  persons.  This  holds  up  to  us 
the  promise  of  total  conquest  of  disease  due  to  in- 
fectious agents,  cancer,  faulty  metabolism  and  even 
heredity.  It  is  opening  the  doors  to  the  last  frontiers 
of  the  human  mind  and  finally  should  yield  the 
secret  of  life  itself. 

The  full  potential  of  the  computer  will  be  real- 
ized in  storage  of  clinical  records,  instant  recall  of 
information  by  a physician.  Soon  the  computer  will 
assist  the  physician  in  rapid  and  accurate  diagnosis 
of  disease  and  suggest  additional  tests  to  confirm  a 
^iven  diagnosis.  This  will  oblige  us  to  gain  a better 
understanding  of  the  disease  process  and  result  in 
more  extensive  and  accurate  description  of  the  dis- 
ease thereby  achieving  a proper  programming  of 
the  computer  which  will  respond  to  oral  and  writ- 


ten questions.  The  physician  will  be  helped  to  de- 
cide what  drug  to  prescribe,  their  side  effects,  re- 
actions, dosage,  precautions,  antidotes,  etc. 

The  computer  however  will  never  replace  the 
physician,  his  reasoning,  intelligence  and  especially 
the  patient-doctor  relationship.  It  will  assist  him  to 
do  his  job  faster  and  more  accurately  providing 
him  with  more  time  for  understanding  the  patient 
as  a sick  human  being. 

Besides  the  computer  many  other  technological 
advances  will  significantly  improve  diagnostic  and 
surgical  technics  such  as  laser  beams,  neutron  guns, 
simple  and  more  efficient  artificial  kidneys,  heart 
lung  machines,  mechanical  assists  to  the  circulation. 
There  will  be  artificial  organs  such  as  an  implanted 
artificial  heart  perhaps  made  of  plastic  non-reactive 
materials,  artificial  extremities  controlled  by  na- 
tural electrical  inrpulses  from  the  patients  own 
nerves  so  that  he  can  perform  intricate  tasks.  There 
will  be  a variety  of  sensory  equipment  communi- 
cating through  the  skin  so  that  the  blind  will  “see” 
and  the  deaf  “hear”  with  the  skin.  Artificial  sub- 
stances to  replace  diseased  blood  vessels  and  heart 
valves  are  to  be  improved  and  special  “glues”  will 
all  but  replace  sutures  in  the  surgery  of  tomorrow. 

More  complex  organs  will  be  replaced  by  trans- 
plantation alter  the  hurdle  of  the  immune  barrier 


THE  COVER  — 

Science  has  but  one  language,  that  of  quantity,  and  but  one  argument,  that  of  experiment.” 
These  words,  spoken  by  Ernest  Henry  Starling,  describe  with  remarkable  precision  the  attitude 
of  this  great  physiologist  to  science.  Ernest  Henry  Starling  was  born  one  hundred  years  ago,  on 
April  17,  1866.  After  graduating  in  medicine  he  followed  his  inclination  and  talent  and  devoted 
himself  to  the  study  of  fundamental  problems  of  medicine,  making  a number  of  discoveries  in 
the  field  of  physiology  which  immediately  found  medical  i.e.  clinical  application  and  which 
have  played  a significant  part  in  the  development  of  medicine  in  the  present  century.  With  the 
help  of  the  heait-lung  preparation  which  he  developed  he  succeeded  in  revealing  the  basic  laws 
of  cardiac  activity,  in  particular  the  mechanism  of  adaptation  to  increased  work.  His  findings 
and  ideas  were  milestones  in  the  advances  made  in  cardiology  and  hence  in  the  treatment  of 
heart  diseases.  His  recognition  of  the  fact  that  the  exchange  of  fluids  through  the  capillary 
walls  depends  essentially  on  the  relationship  between  the  capillary  blood  jrressure  and  the  osmo- 
tic pressure  of  the  blood  proteins  was  of  great  significance  for  practical  medicine,  providing  as 
It  did  the  basis  for  our  understanding  of  the  pathogenesis  of  the  oedemas  and  hence  also  their 
treatment.  It  is,  of  course,  not  possible  to  mention  all  of  Starling’s  discoveries  in  the  short 
scope  of  this  article;  but  in  conclusion  we  should  like  to  recall  his  investigations  on  gastro- 
intestinal motility  and  secretory  activity.  This  work,  along  with  the  discovery  of  secretin,  was  an 
essential  contribution  to  the  elucidation  of  the  humoral  co-ordination  mechanisms  in  the  body, 
and  also  led  to  the  coining  of  the  word  “hormone.”— In  Starling  we  honour  one  of  the  greatest 
physiologists  of  all  times. 
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is  overcome  and  histocompatibility  tests  will  allow 
for  typing  donors.  Cryogenic  technics  could  allow 
for  storage  of  organs  over  long  periods.  Once  the 
problem  of  histocompatibility  is  solved,  animal 
breeds  histocompatible  with  man  can  be  genetically 
created  making  an  unlimited  supply  of  replacement 
organs. 

Molecular  biology,  taking  advantage  of  develop- 
ing knowledge  in  chemistry,  physics  and  mathe- 
matics will  elucidate  the  basic  life  processes  as  well 
as  the  molecular  changes  caused  by  disease.  This 
will  require  the  use  of  sophisticated  equipment 
such  as  X-ray  diffraction,  nuclear  magnetic  reson- 
ance, electronic  spin  resonance,  mass  spectroscopy 
and  others  yet  to  come.  Knowledge  so  derived  will 
enable  scientists  to  design  and  develop  tailormade 
drugs  which  will  treat  disease  by  normalizing  me- 
tabolic pathways  or  interfering  with  abnormal  ones, 
as  allopurinal  does  to  interfere  with  uric  acid  pro- 
duction. Perhaps  this  molecular  approach  may 
bring  about  the  final  concjuest  of  arteriosclerosis, 
heart  disease,  metabolic  disorders  which  will  loom 
larger  as  infections  vanish. 

Nucleic  acid  research  has  already  made  enormous 
progress  by  elucidating  the  process  of  heredity  and 
protein  synthesis.  DNA  produces  RNA  (messenger) 
which  passes  out  of  the  nucleus  and  attaches  to  two 
or  more  ribosomes.  Another  RNA  (transfer)  now 
carries  the  proper  amino  acids  to  the  correct  posi- 
tion to  form  protein.  The  basic  code  for  this  process 
has  been  elucidated.  By  changing  the  code,  the  cell 
of  one  species  can  be  “instructed”  to  make  the  pro- 
tein of  another.  In  this  way  all  life  be  it  plant, 
animal  or  human  is  directed  by  DNA. 

Several  transfer  RNA’s  have  already  been  com- 
pletely characterized  and  one  infectious  RNA  has 
recently  been  synthesized  in  vitro.  In  the  future 
what  we  need  to  achieve  is  a nucleic  acid  free  of 
any  disease  jiroducing  potential,  designed  in  such  a 
way  that  it  will  be  a kind  of  artificial  virus,  free  of 
virulence  but  retaining  its  immunizing  potential. 
It  will  be  a kind  of  chemical  microsurgery  on  the 
nucleic  acid  molecule  which  will  then  lead  to  a 
vaccine  to  furnish  a life-time  of  protection  against 
one  or  more  virus  groups  with  one  vaccination. 

Besides  prevention,  molecular  biology  should  sig- 
nificantly improve  treatment  Once  the  detailed 
pathways  and  interaction  of  the  virus  and  cell  is 
clarifiecl  then  drugs  can  be  developed  which  speci- 
fically interfere  with  these  processes  leading  to  pre- 
vention or  arresting  a viral  infection.  We  already 
have  Interferon  which  has  a broad  spectrum  of 
activity  and  low  toxicity. 

From  molecular  biology  we  should  come  to  un- 
derstand how  to  control  cancer  and  how  to  fashion 
broad  spectrum  antibiotics  against  most  organisms. 


There  will  of  course  arise  mutant  microorganisms 
but,  armed  with  deep  understanding  of  all  genetic 
processes,  they  should  offer  no  serious  threat. 

Another  area  in  which  molecular  biology  can 
shed  some  light,  is  the  question  of  aging.  Is  it  due 
to  genetic  changes  in  cells  as  a result  of  accumulated 
mutations;  is  it  due  to  exhaustion  of  vital  enzymes 
and  hormones.  We  already  know  that  old  cells  have 
more  chromosome  abnormalities  than  young  ones. 
If  we  can  find  w'ays  to  stabilize  the  molecidar  struc- 
ture of  the  genetic  material,  it  may  be  possible  to 
add  many  years  to  the  human  life  span,  so  that 
“youth  will  not  be  wasted  only  on  the  young”.  Life 
will  then  be  more  productive  and  more  meaningful. 

One  can  predict  that  the  future  will  have  in  store 
for  us  drugs  that  will  increase  the  mental  capabili- 
ties and  creativity  of  normal  man.  They  together 
with  other  technics  will  enhance  the  learning  and 
thinking  process.  New  chemicals  without  side  ef- 
fects will  serve  in  the  future  as  tranquilizers  and 
antidepressants.  There  will  be  intensive  search  for 
ways  both  psychological  and  pharmacological  so 
that  any  one  will  be  protected  from  developing 
mental  and  neurotic  illness,  but  once  they  de- 
velop them  to  assist  the  victim  to  become  normal, 
this  includes  psychopaths  and  juvenile  delinquents. 

Drugs  will  be  made  available  which  will  alter 
human  behavior  almost  at  will.  Some  might  make 
peo})le  euphoric  and  happy,  others  will  put  them 
in  a state  of  sadness.  There  may  appear  drugs  to 
influence  the  soul  of  man  himself,  his  courage, 
morals.  Man’s  drive  to  kill  which  has  been  such  an 
ingrained  trait  derived  from  his  cultural  back- 
ground, may  be  controlled  by  proper  training  and 
removal  of  the  rewards  of  war. 

The  revolutions  in  physical  and  biological  sci- 
ences have  had  and  actually  will  continue  to  have 
a profound  influence  on  all  the  social  behavior  of 
man.  It  must  be  compensated  for  by  an  increased 
speed  of  evolution  in  social  sciences,  philosophy 
and  morals.  Otherwise  tensions  will  build  up  and 
social  evolution  may  be  replaced  by  social  revolu- 
tions which  could  conceivably  lead  to  extinction 
of  the  human  race  through  atomic  nuclear  conflict. 

We  must  not  forget  that  technical  and  physical 
advancement  without  a comparable  growth  in  our 
understanding  and  mastery  of  the  causes  of  con- 
flict in  society  may  result  in  complete  destruction  of 
the  human  race.  Let  us  be  watchful  that  growth  of 
science  and  technology  does  not  lead  to  termina- 
tion of  all  science,  but  continue  to  serve  the  better- 
ment of  the  condition  of  man. 

L.H.N. 

Reference 

Schwarz,  J.:  What  Lies  Ahead— Blue  sky  speculation.  Bio- 
science,  16;  730,  1966. 
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Does  he  really  care? 
s he  alert,  encouraged, 
positive  and  optimistic 
ibout  getting  out  of  bed 
ind  back  to  work  soon? 
Or  is  he  giving  in  to 
he  depressing  impact 
)f  confinement? 

When  functional  fatigue 
omplicates  convalescence, 
Uertonic  can  help.,. 


Pleasant-tasting  Alertonic  is  pipradrol  hydrochloride 
—an  effective  cerebral  stimulant  whose  gentle  ana- 
leptic action  helps  counteract  the  apathy  and  inertia 
that  so  often  delay  convalescence— together  with  an 
excellent  vitamin  and  mineral  formula,  in  a satisfy- 
ing 15%  alcohol  vehicle. 

Nothing  fosters  confidence  and  a sense  of  well- 
being better  than  your  own  personal  warmth,  under- 
standing and  encouragement  together  with  Alertonic 
to  help  insure  prompt  response. 

Adequate  dosage  is  important:  Prescribe  Alertonic— 
one  tablespoonful  t.i.d.,  30  minutes  before 
meals.. . tastes  best  chilled. 

And  for  your  patient’s  sake,  prescribe  Alertonic 
in  the  convenient,  economical  one-pint  bottle. 

Atertonid 

Available  Only  On  Prescription 

Each  45  cc.  (3  tablespoonfuls)  contains:  alcohol,  15%;  pipradrol  hydro- 
chloride, 2 mg.;  thiamine  hydrochloride  (vitamin  Bp  (10  MDR*),  10 
mg.;  riboflavin  (vitamin  B2)  (4  MDR),  5 mg.;  pyridoxine  hydrochloride 
(vitamin  Be),  1 mg.;  niacinamide  (5  MDR),  50  mg.;  choline,t  100  mg.; 
inositol, t 100  mg.;  calcium  glycerophosphate,  100  mg.  (supplies  2% 
MDR  for  calcium  and  for  phosphorus)  and  1 mg.  each  of  the  following: 
cobalt  (as  chloride),  manganese  (as  sulfate),  magnesium  (as  acetate), 
zinc  (as  acetate),  and  molybdenum  (as  ammonium  molybdate). 

♦Multiple  of  adult  Minimum  Daily  Requirement  supplied. 

tThe  need  for  these  substances  in  human  nutrition  has  not  been  established. 

indications:  1.  Functional  fatigue  such  as  that  often  associated  with:  a 
depressing  life  experience  or  stressful  time  of  life;  advancing  years; 
convalescence;  limited  activity  or  confinement.  2.  Poor  appetite  and 
vitamin-mineral  deficiency  as  they  occur  in:  patients  having  faulty  eat- 
ing habits;  geriatric  patients  who  are  losing  interest  in  food;  patients 
convalescing  from  debilitating  illness  or  surgery. 

Contraindications:  As  with  other  drugs  with  CNS  stimulating  action, 
Alertonic  is  contraindicated  in  hyperactive;  agitated  or  severely  anxious 
patients  and  in  chorea  or  obsessive  compulsive  states. 

Side  effects:  Reports  of  overstimulation  have  been  rare.  Patients  who 
are  known  to  be  unduly  sensitive  to  the  effects  of  stimulant  drugs  should 
be  observed  carefully  in  the  initial  stages  of  treatment. 

Dosage:  Adults,  1 tablespoonful;  children  (over  15  years  old),  1 to  2 
teaspoonfuls;  children  (4  to  15  years  old),  1 teaspoonful.  To  be  taken 
three  times  daily  30  minutes  before  meals. 


N THE  WM.  S.  MERRELL  COMPANY 

Merrell  ) Division  of  Richardson-Merrell  Inc. 

y Cincinnati,  Ohio  45215 


Is  This  Drug  Sufficiently  Safe 
For  Its  Proposed  Use? 

How  extensive  are  the  necessary  investigations 
that  must  be  carried  out  botli  in  animals  and  man 
to  answer  the  question  “is  this  drug  sufficiently  safe 
for  its  proposed  use.”  The  question  carries  many 
implications.  One  is  that  any  drug  or  chemical  may 
present  hazards  if  inappropriately  used  or  even  if 
appropriately  used.  Many  different  kinds  of  chemi- 
cals come  into  contact  with  man  such  as  drugs,  in- 
termediates in  chemical  synthesis,  pesticides,  herbi- 
cides, household  chemicals,  fall  out  products,  all 
of  which  require  safety  evaluation. 

In  the  ultimate  analysis  the  safety  assessment  of 
a drug  relates  its  usefulness  for  its  intended  pur- 
pose to  its  inherent  manifestation  of  toxicity.  Any 
drug  can  be  shown  to  cause  some  undesired  effects 
in  man  when  searched  for  adecpiately.  The  unde- 
sired effects  can  vary  from  minor  pharmacodynamic 
activity  to  effects  which  may  be  hazardous  for  man 
and  animal.  It  is  for  tliis  reason  that  the  determina- 
tion of  safety  of  new  drugs  must  include  considera- 
tion of  all  biological  activities  as  determined  in 
pharmacologic  and  toxicologic  studies  in  animals 
and  particularly  the  results  of  intensive  efforts  to 
demonstrate  the  inherent  toxicity  of  administration 
of  excessive  amounts  in  single  and  repeated  dose 
experiments. 

The  major  goals  in  the  evaluation  of  the  safety 
of  drugs  in  animals  are:  (a)  the  determination  of 
the  type  of  adverse  effects  which  can  be  elicited,  (b) 
the  exposure  levels  at  which  these  adverse  effects 
are  obtained  (“effective  doses”),  (c)  the  differences 
between  the  effective  dose  and  the  therapeutic  dose 
recpiired  by  the  proposed  use  of  the  agent  (margin 
of  safety). 

In  man  the  safety  studies  consist  of  pharmacolo- 
gic and  metabolic  studies  which  require  one  or  two 
doses  of  the  agent  and  chronic  studies  wherein  the 
drug  is  administered  repeatedly  for  weeks  or  months 
at  doses  near  the  exposure  level.  In  this  way  it 
can  be  determined  whether  man  is  not  more  sensi- 
tive (efficacy  and  toxicity)  to  the  drug  than  were 
the  animals  employed  in  similar  studies. 

During  the  past  several  years  toxicologic  and 
pathologic  studies  have  become  extremely  im- 
portant and  they  incorporate  several  basic  dis- 
ciplines such  as  pharmacology,  biochemistry,  enzym- 
ology,  nutrition  and  endocrinology  as  well  as  path- 
ology. By  this  complicated  discipline  it  is  possible 
to  determine  adverse  effects  of  high  doses  of  a drug 
on  a living  animal,  the  anatomical  alterations  ob- 
served in  the  tissues  of  these  animals  and  the  selec- 
tion of  doses  which  will  not  produce  adverse  effects. 


Obviously  this  means  that  drug  effects  must  be 
studied  on  many  biological  systems  simidtaneously 
in  studies  which  involve  continuous  administration 
of  large  and  small  doses  of  the  drug  for  days  to 
many  months. 

The  toxicologist  actually  jnactices  medicine  in 
reverse.  He  attempts  to  produce  a drug  induced 
disease  in  animals  rather  than  to  cure  a specific 
disease.  This  is  important  in  estimating  the  risk 
involved  in  the  use  of  a drug  for  therapeutic  or 
diagnostic  purposes.  During  the  course  of  toxicolo- 
gic studies,  toxicologists,  hematologists,  biochemists, 
endocrinologists,  teratologists,  pathologists,  histolo- 
gic technicians,  doctors  of  veterinary  and  human 
medicine,  individuals  trained  in  animal  care  and 
the  supporting  administrative  staff  including  tech- 
nical writers,  librarians,  statisticians  and  secretaries, 
computers  and  others  are  also  required.  All  these 
individuals  play  an  important  role  in  the  conduc- 
tion of  safety  studies  of  new  drugs. 

Wdien  a new  drug  or  chemical  is  synthesized  it 
is  tested  in  a variety  of  pharmacologic  screening 
tests  with  relation  to  its  expected  activity  according 
to  the  class  in  which  it  falls.  If  it  shows  interesting 
activity  in  a certain  biologic  system  (the  primary 
attribute)  then  intensive  studies  are  conducted  to 
determine  its  activity  in  other  biologic  systems 
(secondary  attributes)  which  may  become  potential 
side  effects  of  the  drug.  These  side  effects  may  actu- 
ally be  the  limiting  factors  in  the  general  therapeu- 
tic use  of  the  compound.  This  type  of  screening  seek 
effects  tqron  the  cardiovascidar,  respiratory,  gastro- 
intestinal, renal,  the  three  parts  of  the  nervous  sys- 
tem and  endocrine  systems.  Finally  effects  on  the 
body  metabolism,  nutrition,  its  anti-cancer  and  anti- 
infectious  properties  are  studied. 

Then  must  come  subacute  and  chronic  toxicity 
studies  in  two  or  more  species  varying  the  dose 
levels  above  and  below  the  therapeutic  level,  de- 
termining the  route  of  administration  and  varying 
it.  Laboratory  tests  of  the  function  of  all  organs 
reejuire  a high  degree  of  technical  skill  to  detect 
relatively  small  damages  in  dosed  as  well  as  control 
animals.  The  metabolism  of  the  drug  and  the  ef- 
fects on  the  body  compounds  may  be  as  imjrortant 
for  the  safety  evaluation  of  that  agent  as  is  its 
effect  on  the  body  as  a whole.  Speed  and  complete- 
ness of  absorption,  degradation,  tissue  distribution 
and  elimination  must  be  determined.  Effect  of  the 
drug  on  normal  metabolic  processes,  normal  body 
constituents  and  finally  reversibility  of  the  drug 
effects. 

Next  comes  studies  for  preclinical  evaluation  of 
safety  of  drugs  on  rej^roduction  and  fetal  develop- 
ment which  now  has  come  to  constitute  an  im- 
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portant  phase  oi  drug  safety  studies.  This  involves 
administration  of  drugs  to  animals  prior  to  concep- 
tion, throughout  gestation  and  effect  on  organo- 
genesis and  dosage  relation  to  fetal  death  as  well 
as  teratologic  effects. 

Finally  pathology  sttidies  both  gross  and  histolo- 
gic must  be  conducted  as  an  integral  part  of  the 
prolonged  toxicity  sttidies  on  all  organs.  Since  the 
changes  induced  by  a drug  may  be  of  an  entirely 
different  character  and  may  be  more  subtle  than 
those  induced  by  spontaneous  disease  it  is  obvious 
the  pathologist  in  the  drug  evaluation  team  will 
need  special  skills  and  must  be  supported  by  an 
adequate  staff  of  trainecf  histologic  techniques  in- 
cluding use  of  electron  microscope. 

When  all  the  data  so  obtained  are  properly 
assembled  it  must  be  submitted  to  the  clinician 
and  governmental  agencies.  It  requires  high  in- 
tegrity to  rule  out  errors  in  the  experimental  de- 
sign and  cooperation  among  large  members  of  high- 
ly trained  individuals  rvith  technical  ability  for 
the  contluction  of  complicated  toxicity  studies 
which  may  last  for  many  months. 

The  safety  evaluation  of  a new'  drug  is  obviously 
a fascinating  challenge  and  exacting  discipline 
necessarily  requires  the  cooperative  efforts  of  sci- 
entists of  high  competence  and  integrity  drawn 
from  many  disciplines.  Clearly  the  pharmaceutical 
laboratories  which  are  drug  oriented  and  have  the 
goal  of  producing  useful,  safe  new'  drugs  are  the 
place  w'here  cooperation  and  coordination  of  many 
different  scientihc  disciplines  are  united  in  the 
same  research  organization.  They  are  excellently 
equipped  to  carry  out  drug  research  and  the  patient 
and  physician  are  their  benehciaries. 

If  one  is  asked  the  question  why  drugs  cost  w'hat 
they  do,  the  skills  and  technics  of  evaluating  drug 
usefulness  and  safety  mentioned  above  provide  the 
rational  explanation. 

L.H.N. 
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Oxygen  Sensitive  Arteries 

We  are  accustomed  to  think  of  physiologic  ex- 
pansion and  contractifin  of  arteries  as  a re.s]x:mse 
to  the  action  of  neurohumors  upon  the  smooth 
muscle  cells  in  the  arterial  wall.  That  this  is  an 
oversimplihed  concept  can  be  seen  in  the  cerebral 
arteries  w'here  sympathetic  control  is  minimal  anti 
where  the  ai  teries  ojten  w'hen  pCO^  rises  or  pO^. 
falls,  and  conversely  tonslricl  wlien  pCO.  falls  and 


pOo  rises.  The  sensitivity  of  cerebral  arteries  is  very 
high  in  neonatal  retinal  vessels  which  have  been 
seen  to  constrict  to  obliteration  if  stimulated  by 
high  enough  pO.^  producing  retrolental  hbroplasia-. 

If  the  cerebral  vessels  are  particularly  sensitive 
to  pOo  in  the  neonate,  can  oxygen  be  the  physi- 
ological stimulus  for  contraction  and  closure  of  the 
dtictus  arteriostis  and  even  for  contraction  of  the 
aorta  in  the  region  of  the  ductus  termed  aortic  co- 
arctation. We  know'  that  in  most  instances  the  duc- 
ttis  closes  with  onset  of  respiration®.  Kennedy  and 
Clark’s  observation  on  guinea  pigs  show'ed  that  it 
was  initiation  of  breathing  that  caused  ductus  con- 
striction but  only  if  O,  was  present  in  the  inspired 
air.  Many  others  have  shown  in  the  intact  animaf 
that  administration  of  O2  rich  gas  closes  the  ductus 
and  that  breathing  anoxic  gas  can  reopen  the  duc- 
tus in  the  hrst  few  days  of  life.^  Finally  Assoli  et 
al®  and  Kovalcik®  each  showed  that  contraction  can 
be  produced  in  the  isolated  ductus  when  the  O, 
tension  is  raised. 

d’he  degree  of  dtictus  contraction  then  is  a func- 
tion both  of  the  O.,  stimulus  and  of  the  amount  of 
oxygen  sensitive  muscle  cells  present  in  the  ductus. 
Looked  at  in  this  w'ay  absence  of  the  oxygen  stimu- 
lus should  keep  the  ductus  open  in  the  neonate,  but 
also  a congenital  inadet|uacy  of  contractile  ele- 
ments. If  the  oxygen  stimulus  is  poor  there  should 
be  more  patent  ducttises  and  this  in  fact  was  shown 
by  Pcnaloza  w'ho  found  in  a stirvey  of  those  living 
above  10,()()()  feet  altitude  an  incidence  of  patent 
dtictus  arteriosus  of  approximately  one  per  cent  of 
the  population  living  at  high  altitudes  an  inci- 
dence many  times  that  found  at  sea  level.  Why 
any  one  should  have  a patent  ductus  at  sea  level 
W'here  the  oxygen  stimtdus  is  adequate  remains  to 
be  explained.  Perhaps  pulmonary  ventilation  is  in- 
adecjtiate  in  the  hrst  few'  days  of  life  or  perhaps  an 
inadequate  amount  cf  smooth  muscle  is  present  in 
the.se  ducts. 

l ire  question  now  arises  if  causes  constriction 
of  the  ductus  arteriosus  what  does  it  do  to  the  re- 
activity of  the  neonatal  aorta.  This  question  is 
important  both  theoretically  and  practically.  If 
enough  Oo  sensitive  tissue  exists  in  the  preductal 
region  as  it  does  in  the  ductus,  then  it  should  pro- 
duce a constriction  at  that  point  w'hen  the  Oo  ten- 
sion is  increased.  If  too  mtich  O.,  sensitive  muscle 
is  present  can  this  be  the  reason  for  the  occtirrence 
of  aortic  coarctation  w'hich  almost  ahvays  occurs 
in  the  preductal  region.  Furthermore  what  would 
Irappen  in  the  neonate  w'ho  is  given  Oo  in  high  con- 
centration for  any  reason? 

Gilman  and  Btirton®  by  a special  perfusion 
method  w'ere  able  to  measure  aortic  and  ductal  re- 
spon.ses  to  increasing  and  decreasing  pOo  in  the 
perfusion  Iluid.  I'liey  (onfirmed  previous  observa- 
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when  he  just  can^t  sleep 

Tuinar 

Sodium  Amobarbit;ai  and 
Sodium  5ecobarbit;al 

COne-Half  Sodium  Amobarbital  and  One-Half  Sodium  Secobarbital! 


Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
asleep  all  night. 

Indications.Tuinal,  comprised  of  equal  parts  of  Seconal® 
Sodium  [sodium  secobarbital,  Lilly]  and  Amytal®  Sodi- 
um [sodium  amobarbital,  Lilly],  is  indicated  for  prompt 
and  moderately  long-acting  hypnosis. 
Contraindications:  Barbiturates  should  not  be  adminis- 
tered to  anyone  with  a history  of  porphyria,  nor  should 
they  be  given  in  the  presence  of  uncontrolled  pain,  be- 
cause excitement  may  result. 

Warning;  May  be  habit-forming. 

Precautions:  Tuinal  should  be  used  cautiously  in  pa- 


tients with  decreased  liver  function,  since  prolongation 
of  effect  may  occur. 

Adverse  Reactions:  Idiosyncrasy,  such  as  excitement, 
hangover,  or  pain,  may  appear.  Hypersensitivity  reac- 
tions occur  in  some  patients,  especially  in  those  with 
asthma,  urticaria,  or  angioneurotic  edema. 

Dosage:  1 14  to  3 grains  at  bedtime. 

^-'^3  Supplied:  H,  V/i , and  3-grain  Pulvules®. 


Additional  information  available  to  physicians  upon  request. 
Eli  Lilly  and  Company  • Indianapolis,  Indiana  46206 
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lions  tlial  ;is  soon  as  O.^  was  achninistcred  instead  ol 
\..  ihe  diHins  dosed  within  three  minutes.  In  the 
aoita,  (onsliitlion  was  also  ohseised  except  the 
phenomenon  was  slower  in  developin'*.  .Vs  the 
leiinal  \essels,  the  aoita  also  was  extremely  sensi- 
tise to  Oo  at  hiith,  m;txini;il  ;il  one  to  two  days 
altei  hiilh  and  veiy  small  alter  seven  to  eight  dtiys. 
It  Wits  ( le;n  ;ilso  th;ii  the  p;n  t ol  the  ;iort;i  most 
sensitive  to  ()_.  w;is  the  prednctal  are:i,  just  the  plate 
wheie  inlantile  toiircttttion  is  most  oltcn  loiind.-'  "’ 

rite  l esponse  v;ti  ied  Irom  animtil  to  ;tnim;il. 
l’ii|)pies  ;ioi  i;is  wet e htirdly  sensitive,  while  th;it  ol 
lahhits  letuted  to  ;i  lesser  degree  than  the  aortti  ol 
gnine;i  pigs.  Doubtless  this  piobably  means  variti- 
tion  in  the  amoimt  ol  tontractile  tissue  piesent, 
iillhongh  one  ctinnot  title  out  \ariability  ttlso  in 
sensitivity  ol  the  t onti ;k tile  tissue  to  ().. 

Despite  maiketl  species  tlillerences,  one  thing 
(ommon  to  all  is  that  the  tiorta  in  each  species  be- 
h;i\es  in  ;i  mtinner  similar  to  the  dnctns.  Howevei 
the  sensitivity  ol  the  aorta  to  ().^  appears  to  be  much 
below  that  ol  the  ductus  tincl  it  ;ippe;irs  to  retain  its 
sensitivity  to  ().  ;i  little  longer.  T he  interesting 
physiologic  ill  pai  iillel  between  duc  tus  iuid  iiorta 
wiiiiitnls  our  being  cautious  in  administriilion  ol 
i).  licit  gitses  to  the  noimal  neonate.  It  may  hiive 
no  seiious  c (msecpient es  in  the  aortii  (that  is  iiortic 
( onsti  ic  tion  may  be  slight  and  temporary).  How- 
evei in  the  c;ise  ol  ;i  congenital  anoniidy  in  the  lo- 
(iilion  ol  ().  .sensitive  tissue  between  the  ductus  iind 
aorta,  an  anomaly  consisting  (tl  increitsed  iimount 
ol  muscle  cells  than  ()^  administration  might  pre- 
(ipitiite  perniiinent  aortic  coarctation. 

To  the  known  ha/ards  such  as  iilelec liisis  ;ind 
reiro-lenlal  libroplasia,  we  must  now  iidd  another 
hit/ard  to  ()^  administration  to  the  newborn, 
iiiimelv  aortic  coarctation. 

I..H.X. 
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Science  Tools:  Tissue  Culture 

Ti.s.suc  ctilture  has  now  become  ;i  major  tool  in 
biology.  It  originated  in  1901)'  when  the  Xobel 
Laureate  Ross  G.  Httrrison  succeeded  in  growing 
neiAe  libers  outside  the  body.  It  hiy  practically 
dormant  until  the  middle  ol  this  century  when 
Lnclers  et  al-  cultured  poliomyelitis  virus  in  human 
embryo  cells.  I hey  laid  clown  the  lunclamental 
piinciples  and  procedures  lor  tissue  culture  prcjpa- 
gation  ol  viruses. 

In  I9.o0  Eli  Lilly  & Gomptiny'*  established  a la- 
boittlory  specifictilly  devoted  to  the  study  ol  ti.ssue 
c tillure  tincl  this  was  shortly  lollowed  by  many  other 
laboratories.  Xow  there  are  numerous  types  ol 
tissue  culture  which  the  biologist  em]:)loys  lor  his 
needs;  primary  cultmes  prepared  directly  Irom  ti.s- 
sues  ol  tinimal  hosts,  continuous  cell  cultures  which 
c;m  be  serially  j)a.ssagecl  in  \itro,  and  tin  inter- 
mediate type  introduced  in  recent  years  by  Hay- 
Hick  and  MoorheacH,  known  as  ‘‘diploid  cell”  line 
which  can  be  serially  piopageci  but  have  a limited 
lile  span. 

Lite  most  popular  primary  culture  system  is  a 
monolayer  culture  ol  tissue  cells  lirst  treated  with 
trypsin  to  remove  the  intei  cellular  cement,  and  then 
inoculated  into  a suitable  culture  vessel.’’  Here 
they  lorm  ti  monolayei  ol  cells  growing  on  a glass 
lloor  ol  the  vessel.  .Vnother  jjiimtiry  culture  .system 
consists  ol  Iragments  ol  tissue  embedded  in  a clot 
ol  chicken  plasma.  1 he  cells  grow  c)ut  ol  the  Irag- 
ment  in  a radial  pattern  and  are  highly  uselul  Icjr 
growth  ol  poliovirus.  It  is  the  new  growth  ol  cells 
which  is  hugely  responsible  lor  the  yield  ol  virus 
harvested  Irom  these  cells. 

Lhe  continuous  cell  strain  is  the  most  widely 
em|doyecl  ol  ;my  type  ol  tissue  culluie.  1 heie  ate 
hundreds  a\;tih-d)le  bom  ;i  gietil  \;uiely  ol  ttnimals 
liom  tunphibians  to  m;m.  Lhe  imijority  ate  con- 
nective tissue  or  epithelium  ;tnd  many  ate  Irom 
humtin  tissue.  Lure  cell  siittins  ha\e  been  de\elo|)ecl 
by  this  technic  and  giown  in  lube  cultuic',  bottles, 
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LABSTI  X 


new  from  Ames 
5 basic  uro-analytical 
facts  in  30  seconds 


Labstix* 

BRAND  REAGENT  STRIPS 

...broadest  urine  screening  possible  from 
a single  reagent  strip 

Urine  test  results  with  Labstix  Reagent  Strips  can  represent 
significant  guides  to  differential  diagnosis  or  therapy  in  many 
conditions.  An  unexpected  “positive”  may  enable  you  to  detect 
hidden  pathology  — long  before  more  recognizable  symptoms 
become  evident.  Negative  results,  which  permit  you  to  rule  out 
abnormalities  in  a broad  clinical  range,  can  serve  as  baseline 
values  for  reference  in  future  examinations.  The  5 colorimetric 
test  areas  encompassed  on  Labstix  Reagent  Strips  are.- 

pH  — values  are  read  numerically  in  the  essential  range 
of  pH  5 to  pH  9. 

Protein— results  are  read  either  in  the  “plus”  system  or  in 
mg.  % in  amounts  approximating  “trace,”  30, 100,  300,  and  over 
1000  mg.  %. 

Glucose  — provides  a “Yes-or-No”  answer  for  urine  "sugar  spill.” 

Ketones— detects  ketone  bodies  in  urine  — both  acetoacetic 
acid  and  acetone.  Reacts  with  as  little  as  5 to  10  mg.  % 
of  acetoacetic  acid. 

Occult  Blood— specific  test  for  intact  red  cells,  hemoglobin  or 
myoglobin.  Results  are  read  as  negative,  small,  moderate  or  large 
amounts. 

Now  a Clear  Reagent  Strip  of  Firm  Construction 
...facilitates  handling  during  testing  procedure.  Excellent  color 
contrast  made  possible  by  the  clear  plastic  strip,  together  with  the 
clearly  defined  color  charts  provided,  permits  precise,  reproducible 
colorimetric  readings  in  all  5 test  areas.  A more  definitive  inter- 
pretation of  uro-analytical  facts  is  made  possible. 

Available:  Labstix  Reagent  Strips,  bottles  of  100 
are  supplied  with  each  bottle). 


Ames  Company,  Inc.,  Elkhart,  Indiana 
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liasks  or  Petri  dislies.  Fluid  suspension  of  cidiures 
for  large  scale  production  of  cells  lends  itself  to 
quantitative  technics. 

The  diploid  cell  line  is  one  in  which  the  ma- 
jority retain  the  normal  diploid  number  of  chromo- 
somes present  in  cells  of  the  host  species.  Human 
cells  so  grown  are  especially  useful  in  growing 
viruses  infecting  man  and  also  of  value  in  vitro 
studies  of  carcinogenesis. 

Fhere  are  a variety  of  technics  for  developing  and 
identifying  cell  strains.  They  can  be  experimented 
with  appropriate  technics  for  freezing,  cold  storage 
such  as  preservation  for  sperm  banks.  Many  other 
problems  relating  to  tissue  culttire  include  a study 
of  growth  factors  and  inhibitors,  chromosomal  an- 
alysis, malignancy,  testing  of  cell  strains  for  the  ef- 
fect of  drugs.  Cidture  cells  or  the  spent  medium 
from  cidtures  are  being  examined  for  pharmacolo- 
gically active  substances. 

rite  use  of  tissue  culture  in  virus  research  is  in- 
dispensable. Many  viruses  hitherto  not  isolated  can 
be  separated  and  grown  by  this  technic  such  as  cokl 
viruses,  hepatitis  virus,  .Simian  virus  40  from  kidney 
cells  formerly  used  to  produce  and  test  virus  vac- 
cines. The  mechanism  of  virus  infection  and  mid- 
tij)lication  in  ti.sstie  cells  has  been  elucidated  and 
the  role  that  nucleic  acid  and  certain  cellular  en- 
zymes play  in  this  process.  With  radio  active  ma- 
terials one  can  investigate  how  a viral  protein 
directs  the  synthesis  of  viral  protein  and  the  com- 
j)lete  viral  particle.  The  electron  microscope  has 
helped  to  tell  us  about  the  size  and  configuration  of 
viruses  and  changes  occurring  in  various  stages  of 
infection  of  a cell  by  a virus.  Also  studied  by  the 
virologist  in  cell  cidtures  are  anti-viral  chemo  ther- 
apeutic and  chemo  prophylactic  agents,  diagnostic 
antigens  or  vaccines  for  immunization  and  interac- 
tion among  cells,  drugs  and  viruses. 

\hrus  replication  is  a prime  model  for  study  of 
tlie  transfer  of  the  genetic  code  and  the  residting 
syntheses  of  protein  and  nucleic  acid.  Virus  replica- 
tion in  a cell  is  an  excellent  model  to  study  each 
segment  of  the  life  cycle  of  viruses  and  how  they 
multiply.  Once  we  know  the  life  cycle  of  a virus 
w'e  are  free  to  find  a drug  which  can  inhibit  each 
step,  one  that  can  block  penetration  of  the  cell  by 
the  virtis  or  one  that  can  prevent  multiplication 
once  the  virus  has  penetrated  the  cell.  Without 
doidjt  as  tissue  culture  technics  for  detection  of 
viritses  improves  the  chance  for  a breakthrottgh  in 
virus  chemotherapy  becomes  greater  and  greater. 

•\  wide  range  of  host  cells  can  be  studied  :inil 
the  best  methods  of  virus  assay  and  production 
will  become  available.  What  is  the  optimum  levels 
of  the  inoculum,  the  temperature  of  incidiation, 
proper  medium  constituents,  time  of  harvest  to  as- 
sure maximum  viral  yields,  technics  for  inactiva- 


tion without  loss  of  antigenic  potency,  a search  for 
attenuated  strains  and  even  fractionation  of  viral 
particle  to  evaluate  subviral  components  as  im- 
munizing antigens  are  but  a few  of  the  problems 
readily  solved  by  the  tissue  culture  technic. 

I'issue  cidture  has  proved  to  be  an  important 
tool  also  in  cancer  research.  One  can  study  tumor 
viruses  as  well  as  the  intimate  relationship  between 
two  oncogenic  viruses  in  cell  culture.  One  can  use 
it  as  an  adjunct  to  histopathologic  diagnosis  of 
malignancy,  for  studies  in  carcinogenesis  and  as- 
sessing malignant  potential  of  cultured  cells.  One 
can  study  metabolic  differences  between  normal  and 
malignant  cells.  One  can  search  for  anti-tumor 
agents  by  screening  large  numbers  of  chemical  com- 
pounds and  fermentation  products.  How  do  such 
agents  act?  Wdiat  cell  functions  are  involved?  How 
to  design  a more  effective  conqiound  from  a dis- 
eased anti-tumor  agent?  Those  answ'ers  will  be 
forthcoming  from  the  highly  trained  teams  of  bi- 
ologists, physicists  and  virologists  now  working  in 
a great  number  of  laboratories  of  our  pharmaceu- 
tical industries. 

It  is  in  those  laboratories  Hull,  DeLong  and 
Johnson  point  out  that  many  of  the  successful  tech- 
nics for  tissue  culture  have  been  developed.  Now 
they  have  cultures  of  kidney  tissue  for  polio  vac- 
cines in  1200  liter  flasks.  For  the  production  of 
measles  virus  vaccine  monolayer  cultures  of  chick 
embryo  cells  are  employed.  Now  Hayllick®  points 
out  that  human  cells  from  a healthy  embryo  lung 
the  size  of  a finger  tip  could  be  used  to  produce 
twenty  million  tons  of  cells.  There  is  no  danger, 
that  extraneous  virus  might  be  present  in  such  cells 
and  standardization  is  much  enhanced  because 
they  are  derived  from  the  same  material  and  this 
latter  factor  makes  for  inexpensive  production. 

This  technic  can  revolutionize  the  production  of 
vaccines.  Already  vaccines  against  adenovirus  4 has 
been  fed  to  50,000  military  recruits  with  no  un- 
toward effects  and  a marked  reduction  in  infection 
from  this  virus.  Another  vaccine,  polio  vaccine, 
proihueil  in  cultures  from  the  same  human  cells 
has  been  used  by  more  than  250,000  children  in 
Yugoslavia  without  any  untoward  effects.  It  is  in- 
teresting that  the  original  human  cell  source  for 
both  of  these  vaccines  was  just  one  finger  tip  size 
piece  of  healthy  human  embryo  hmg  obtained  in 
Sweden  fi\e  years  ago.  Human  embryo  cells  from 
one  piece  of  tissue  thus  has  come  to  be  receptive 
to  growth  of  many  viruses  that  naturally  affect  man 
and  which  is  not  always  true  of  animal  cells. 

It  has  been  pointed  out  repeatedly  that  one  new 
technic  can  accelerate  the  development  of  knowl- 
edge many  fold.  This  was  true  in  the  recognition 
and  purification  of  Thymosin”  and  now'  is  true  in 
the  study  of  the  rapid  acceleration  of  knowledge  of 
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Photo  professionally  posed 


Mike  expects  a penicillin  inlection. 
He’S  aboui  to  be  pleasantly  surprised. 


His  physician  is  going  to  prescribe  an  oral  penicillin 
— Pen*Vee®  K (potassium  phenoxymethyl  penicillin). 
It’s  usually  so  rapidly  and  completely  absorbed  that 
therapeutic  serum  levels  are  produced  in  15  to  30 
minutes.  Higher  serum  levels  generally  last  longer 
than  with  oral  penicillin  G. 

Indications;  Infections  dueto  pathogens  susceptible  to  oral  penicillin  G. 
Prophylaxis  of  rheumatic  fever  in  patients  with  previous  history  of  the 
disease. 

Precautions:  Skin  rash,  symptoms  resembling  those  of  serum  sickness, 
or  other  manifestations  of  penicillin-allergy  may  occur.  Measures  for 
treating  anaphylaxis  should  be  readily  available;  epinephrine,  oxygen 
and  pressor  drugs  for  relief  of  immediate  allergic  reactions;  anti- 


histamines and  corticosteroids  for  delayed  effects.  Penicillin  may  delay 
or  prevent  the  appearance  of  primary  syphilific  lesions.  Patients  with 
gonorrhea  who  are  suspected  of  concurrent  syphilitic  infections  should 
be  tested  serologically  for  at  least  3 months.  Where  lesions  of  primary 
syphilis  are  suspected,  dark-field  examination  should  precede  use  of 
penicillin.  As  with  other  antibiotics  overgrowth  of  nonsusceptible 
organisms  may  occur;  if  so,  discontinue  and  take  appropriate  measures. 
Treat  P-hemolytic  streptococcal  infections  with  full  therapeutic  dosage 
for  at  least  10  days  to  prevent  development  of  rheumatic  fever  or  glo- 
merulonephritis. 

Contraindications:  Infections  caused  by  nonsusceptible  organisms; 
history  of  penicillin  sensitivity. 

Composition:  Tablets— 125  mg.  (200,000  units)  and  250  mg.,  (400,000 
units);  Liquid— 125  mg.  (200,000  units)  and  250  mg.  (400,000  units) 
per  5 cc.  Wyeth  Laboratories  Philadelphia,  Pa. 


(potassium  phenoxymethyl  penicillin) 
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vitamin  tablets 
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( Ask  Your  Pharmacist  ) 


Berry’s 

Mystic  Pharmacy 
17  E.  Main  St. 
Mystic,  Conn. 

Bridge  Plaza  Pharmacy 
170  Bridge  St. 
Groton,  (ionn. 

Long  Hill  Drug 
Long  Hill  Kd. 
Groton,  Conn. 

Ethical  Pharmacy 
83  Broad  St. 
Middletown,  Conn. 

Annino’s  Pharmacy 
283  Main  St. 
Portland,  Conn. 

Gilbert  Pharmacy 
71  Gilbert  Ave. 
New  Haven,  Conn. 

Apothecaries  Hall 
90  Elm  St. 

New  Haven,  Conn. 

Westville  Pharmacy 

Inc. 

30  Fountain  .St. 
New  Haven,  Conn. 

Country  Club 
Pharmacy,  Inc. 
1235  Whitney  Ave. 
Hamden,  Conn. 

Baybrook  Pharmacy 
10  Jones  Hill  Rd. 
West  Haven,  Conn. 

Foley  Drug  Store 
15  Bank  St. 
■Seymour,  Conn. 

Hancock’s  Pharmacy 
Grove  & East  Main  St. 
Meriden,  Conn. 

Kaye’s  Pharmacy 
East  -Main  .St. 
Meriden,  Conn. 

Pond  Point  Pharmacy 
.587  New  Haven  Ave. 
IMilford.  Conn. 

Professional  Pharmacy 
22  Bank  St. 
Waterbury,  Conn. 

Sharon  Pharmacy 
Sharon  Shopping 
Center 

Sliaron,  Conn. 

Balilwin  Pharmacy 
125  Ftaldwin  St. 
Waterbury,  Conn. 

Blumes  Pharmacy 
Beaver  and  Mott  Sts. 
Ansonia,  Conn. 

Smith  Pharmacy 
Main  St. 
Niantic.  Conn. 

Grand  Pharmacy 
309  Grand  Ave. 
New  Haven,  Conn. 
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THERAGRAN 

the  most 

widely  prescribed 
high  potency 


vitamin 


in  the  country 


viruses,  cancer,  (he  genelic  code  by  the  development 
ol  tissue  cnltnre  as  a tool  ol  researcli  in  these  and 
many  other  areas. 

L.H.N. 
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Safety  Of  Our  Food  Supply: 
Physiologically  Significant  Food 
Contaminants  II  The  Mucotoxins 

Some  types  of  plants  concentrate  toxic  sub- 
stances from  the  soil.  It  is  known  that  seleniitm  is 
a dietary  essenlial  for  cattle  and  sheep  and  a condi- 
tion known  as  “white  muscle  disease”  develops  in 
areas  where  the  soil  and  therefore  the  forage  is 
tleficient.  The  opposite  is  also  true,  namely  that 
frank  hazard  to  the  livestock  occurs  in  certain  lo- 
calities where  the  selenium  content  is  too  high.  The 
hazard  arises  because  some  weeds  are  able  to  ac- 
cnmnlate  selenium  in  tcjxic  amounts  and  when  in- 
gested by  foraging  animals  give  rise  to  seleninni 
poisoning  known  as  “alkali  disease”.  Seleniferons 
weeds  convert  selenium  to  a form  which  can  be 
irsed  l)y  forage  plants  and  even  cereal  crops  which 
when  grown  in  such  areas  contain  toxic  amounts 
of  selenium. 

.\nother  contamination  of  forage  plants  is  by  the 
genus  Seneca  which  contains  tjuantities  of  a pyrrol- 
izitline  alkaloid  capable  of  causing  liver  damage. 
.-Vpparently  this  is  a problem  in  domestic  animals 
all  over  the  world  eating  wheat  contaminated  by 
these  weeds  but  it  also  causes  “bread  poisoning”  in 
man.  A similar  problem  is  found  to  occur  where 
“l)ush  teas”  are  made  from  wild  plants  including 
Seneca  and  frequently  used  as  folk  medicines.  Veno- 
occulisve  disease  from  such  teas  has  led  to  many 
deaths,  especially  among  young  children  in  Jamaica. 

Food  contamination  by  secondary  mold  meta- 
bolities  represents  an  important  problem  only  fidly 
realized  in  the  last  decade.  The  growth  of  com 


taminating  fungi  are  lial)le  to  affect  the  majority 
of  food  nops  at  some  stage  during  their  harvest, 
storage,  transport,  or  processing.  Mold  spores  are 
distributed  on  practically  all  crops  and  sidjsequent 
sporulation  and  mycelial  growth  are  then  deter- 
mined by  conditions  of  moisture  and  temperature 
of  the  crop  during  the  period  from  harvest  to 
final  utilization. 

During  the  entire  i)ost-harvest  [reriod  the  crops 
are  essentially  in  a stage  of  storage  and  subject  to 
damage  attributable  to  attack  by  fungi,  insects,  and 
rodent  pests.  Commodities  jKUticularly  prone  to 
this  sort  of  damage  include  fruits,  vegetables, 
grains,  and  oilseeds.  One  estimate  places  the  total 
annual  world  wide  grain  Io,ss  alone  from  all  causes 
at  55  million  metric  tons,  much  of  it  due  to  molds. 
The  post-harvest  loss  of  fruits  and  vegetables  in 
the  United  States  alone  is  etjuivalent  to  one  out  of 
eveiy  eight  acres  ])roducing  these  commodities, 
riiese  mold  growths  produce  many  deleterious 
( hanges  in  various  crops  such  as  discoloration  of 
cocoa  butter,  rice,  loss  of  seed  viability,  mustiness  of 
(olfee  beans  and  lipolysis  of  fats  and  oils. 

I'hese  deleterious  effects  of  molds  residt  in  signi- 
ficant economic  losses  In'  decreasing  the  world  food 
supplv.  However  in  some  instances  fungal  spoilage 
contaminates  the  commodity  with  toxic  metabolites 
produced  during  mold  growth  and  called  muco- 
toxins. One  long  recognized  is  ergotism  which  arises 
from  the  growth  of  the  mold  Claviceps  purpurea  on 
rye  and  other  grains. 

.\nother  mucotoxicosis  was  found  in  Russia  dur- 
ing the  war  years  when  millet  was  not  harvested 
because  of  manpower  shortages,  stayed  in  the  fields 
over  winter  and  spoiled  by  mold.  It  caused  leuco- 
penia,  agranulocytosis  and  death  from  secondary 
infection. 

In  Japan  rice  is  stored  and  transported  under 
(onditions  that  may  lead  to  growth  of  fungal  con- 
taminants. These  fungi  produce  toxic  metabolites 
causing  a beri-beri  like  type  of  neurologic  dis- 
ease. 

There  are  numbers  of  obscure  diseases  in  cattle 
caused  by  mucotoxicosis.  One  is  caused  by  a mold 
growing  on  rye  grass  pastures.  Another  caused  by 
an  aspergillus  species  causing  moldy  corn  poison- 
ing. Then  there  is  the  aflatoxin  problem  which  has 
come  to  light  since  19G0.  I.arge  losses  of  turkey 
j)oults,  and  ducklings  in  England  and  Kenya  was 
found  to  be  due  to  a Brazilian  peanut  meal  which 
was  spoiled  by  an  aspergillus  flavus.  d'here  was 
extensive  liver  damage  in  these  birds  and  the  toxin 
was  hepatocarcinogenic  both  in  the  rat  and  hatch- 
ery reared  rainbow  trout.  Mucotoxin  contamina- 
tion thus  can  enter  human  foods  either  by  direct 
entry  at  some  stage  of  production  or  by  indirect 
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With  Hygroton,  you’ll  discover  that  you  can  almost 
always  use  fewer  tablets  than  is  possible  with  other 
diuretics. 


You  may  be  told  that  a new  short-acting  diuretic  was 
found  more  effective  than  Hygroton  in  congestive  heart 
failure  — but  this  was  when  twice  the  manufacturer’s 
maximum  recommended  dose  was  given.*  At  the  max- 
imum recommended  dose  for  both  diuretics,  two 
tablets  of  Hygroton  were  far  and  away  more  effective 
than  five  tablets  of  the  other  diuretic  in  producing 
natruresis  and  weight  loss.  And  at  these  dosages, 
Hygroton  costs  only  Vb  as  much  as  the  other  diuretic. 


Since  the  discovery  of  chlorothiazide,  the  trend  has 
been  away  from  short-acting,  multiple-dose,  high-cost 
diuretics.  With  Hygroton  you  can  usually  do  the  job 
with  just  one  tablet  a day,  or  every  other  day. 

More  than  any  of  the  newer  diuretics,  Hygroton  brings 
dosage  and  cost  of  medication  down  to  earth. 

*Brest,  A.  N.,  et  al.:J.  New  Drugs  5:329,  1965. 


Hygroton* 

chlorthalidone 


Indications:  Hypertension  and  many  types  of  edema  involving  retention  of  salt  and  water.  Contraindications: 
Hypersensitivity  and  most  cases  of  severe  renal  or  hepatic  disease.  Warning:  With  administration  of  enteric-coated 
potassium  supplements,  the  possibility  of  small  bowel  lesions  should  be  kept  in  mind.  Precautions:  Reduce  dosage 
of  concomitant  antihypertensive  agents  by  at  least  one-half.  Discontinue  if  the  BUN  rises  or  liver  dysfunction  is 
aggravated.  Electrolyte  imbalance  and  potassium  depletion  may  occur;  take  special  care  in  cirrhosis  or  severe 
ischemic  heart  disease,  and  in  patients  receiving  corticosteroids,  ACTH,  or  digitalis.  Salt  restriction  is  not  recom- 
mended. Side  Effects:  Dizziness,  weakness,  nausea,  vomiting,  hyperglycemia,  hyperuricemia,  headache,  muscle 
cramps,  postural  hypotension,  constipation,  leukopenia,  thrombocytopenia,  agranulocytosis,  impotence,  dysuria, 
transient  myopia,  skin  reactions,  including  urticaria  and  purpura,  epigastric  pain,  or  G.l.  symptoms  after  prolonged 
administration.  Average  Dosage:  One  tablet  (100  mg.)  with  breakfast  daily  or  every  other  day.  Availability:  Tablets 
of  100  mg.  in  bottles  of  100  and  1000.  For  full  details,  see  the  complete  prescribing  information.  6524-V(B) 
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(oiitamination  by  accumulation  of  residues  and 
metabolites  in  animal  products  used  as  a food. 

What  has  been  said  above  indicates  clearly  that 
mold  contaminants  of  food  are  not  always  the 
inoctious  musances  they  have  sometimes  appeared 
to  be.  For  a number  of  them  are  obviously  capable 
of  contaminating  the  food  chain  with  potent  com- 
potimls.  But  the  food  chain  is  not  the  only  way  in 
which  mold  contaminants  can  affect  human  health. 
Recently  Forgacs  and  Carll  isolated  a toxic  sidt- 
stance  from  tobacco  caused  by  a sjjecies  of  Alter- 
naria  and  Aspergillus  niger  which  was  very  toxic 
when  taken  by  mouth  and  when  the  contaminated 
tobacco  was  smoked  it  led  to  emphysema  and  in 
some  instances  alveolar  cell  carcinoma  in  mice. 
These  workers  found  a very  high  percentage  of 
heavy  contamination  in  cigarette  tobacco. 

I’here  will  need  to  be  accurate  evaluation  of  the 
mucotoxicosis  proltlem.  The  question  of  mocotoxi- 
cosis  is  particularly  pertinent  in  those  geographic 
areas  where  relatively  restricted  popidations  regu- 
larly use  diet  components  that  are  exposed  to  signi- 
ficant mold  contamination.  They  may  have  food 
Iialtits  depending  on  use  of  fermented  products 
using  natural  inocula  under  uncontrolled  conditions 
Fortunately,  however,  a relatively  small  propor- 
tion of  field  and  storage  fungi  are  toxin  producers. 
Afycotoxins  are  probably  produced  mainly  during 
the  immediate  post-harvest  and  early  storage  peri- 
ods when  the  moisture  content  of  many  commodi- 
ties is  stifltciently  high  to  permit  sporulation  and 
growth  of  contaminating  molds.  The  general  prob- 
lem would  therefore  appear  to  be  amenable  to  con- 
trol by  the  application  of  such  measures  as  rapid 
drying,  improved  storage  and  transportation  condi- 
tions as  well  as  possible  use  of  fungicidal  agents. 

Perhaps  if  tobacco  were  treated  this  way  it  might 
be  possible  to  eliminate  at  least  one  factor  produc- 
ing lung  disease  in  cigarette  smokers.® 

L.H.N. 
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The  Microcirculation:  III.  Regional 
Impairment  And  Its  Management 

rite  Stit  t ess  or  laihire  t)f  ;i  cartttid  eiulartecttnny 
will  tlejjeiul  first  of  all  on  the  restoration  of  ade- 
tpiate  blt)t)d  flow  through  the  stenosed  arterial 
segment.  But  it  will  also  tlepend  on  the  state  of 


the  terminal  vascular  bed.  Atheromatous  embol- 
ization as  well  as  the  duration  of  carotid  artery 
thrombosis  are  of  course  recognized  factors.  What 
is  rarely  thought  of  is  the  possibility  of  failure  of 
the  cerebral  autoregulation  when  the  sudden  in- 
flow occurs  in  the  ischemic  area  immediately  fol- 
lowing restoration  of  the  circulation.  We  could  be 
helped  in  this  regard  if  acctirate  and  clinically 
feasiltle  tests  for  the  adequacy  of  the  cerebral 
microcirculation  were  available.  Unfortunately 
they  are  not. 

Wdien  it  comes  to  the  renal  microcirculation,  we 
have  a strictly  analogous  problem,  to  that  of  the 
cerebral  circulation,  for  here  also  it  is  necessary  to 
differentiate  between  the  cause  of  the  circulatory 
impairment,  namely  whether  we  are  dealing  with 
extra-renal  or  intra-renal  vasetdar  disease  or  both. 
It  is  customary  to  resort  to  a battery  of  tests  such 
as  a timed  pyelogram,  retrograde  aortico-renal  angio- 
graphy and  bilateral  percutaneous  renal  biopsy.  If 
the  renal  arterial  stenosis  identified  by  the  angio- 
gram is  simply  removed  without  any  knowledge  of 
the  state  of  the  renal  microcirculation,  one  may  not 
be  able  to  foretell  the  hypotensive  effect  on  the  pro- 
cedure. 

Even  if  the  contralateral  kidney  is  not  ischemic, 
a cure  for  the  hypertension  does  not  necessarily 
follow  after  correction  of  the  renal  arterial  steno- 
sis, because  the  opposite  side  may  have  intrarenal 
disease.  In  some  patients  in  fact  the  severely  in- 
volved terminal  vascular  bed  will  have  lost  its 
autoregtilation  and  will  decompensate  when  con- 
fronted with  a new  ptdsatile  mass  of  blood. 

The  splanchnic  pool  contains  a great  volume  of 
blood  which  controls  right  atrial  pressure.  It  is  also 
the  site  of  massive  vaso-constriction  in  shock  which 
can  be  relieved  by  coeliac  plexus  block.  We  already 
know  that  severe  vaso-constriction  can  lead  to 
hejtatic,  splanchnic  or  intestinal  necrosis.  There 
are  also  milder  forms  that  can  be  detected  by  elec- 
tron microscopy  of  biopsied  material. 

Mesenteric  thrombosis  is  encountered  in  patients 
in  whom  the  major  arterial  and  venous  pathways 
are  intact.  Release  of  ischemia  produced  by  clamp- 
ing the  aorta  and  then  releasing  the  obstruction 
may  produce  hypotension  and  metabolic  acidosis. 
In  man  acute  hypotension  may  develop  in  as  much 
as  20  per  cent  of  patients  after  resection  of  an  aortic 
coarctation. 

The  sudden  encotinter  of  a lack  of  autoregula- 
tion in  a previously  ischemic  area  is  of  ftmdamen- 
tal  physiological  and  clinical  importance.  In  the 
lower  extremity,  il  may  lake  from  1-9  weeks  for  the 
peripheral  resistance  and  l)lood  How  to  become 
noiinal.  Urgent  fasciotomy  to  prevent  muscle  ne- 
crosis is  sometimes  necessary  following  reconstruc- 
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tive  arterial  surgery.  In  the  tight  muscle  compart- 
ments of  the  leg,  the  sudden  hyperemia  and  capil- 
lary leakage  immediately  after  the  reconstructive 
surgery  coidd  otherwise  seriously  prejudice  the 
vitality  of  the  muscles. 

Deep  venous  thrombosis  is  also  associated  with 
microangiopathy.  For  example  in  phlegmasia 
cerulea  dolens,  the  venocapillary  bed  is  also  filled 
■with  thrombi.  Only  early  and  extensive  femoral 
thrombectomy  with  evacuation  of  both  the  proxi- 
mal and  distal  segments  can  clear  the  microcircula- 
tion. De  Takats^  points  out  that  sympathetic 
block  is  ineffective  and  so  is  regional  hepariniza- 
tion. He  thinks  that  Dextran  40  applied  through  a 
drip  into  the  affected  venous  segment  may  help 
and  certainly  is  worthy  of  trial. 

In  the  therapy  of  the  acute  microangiopathies, 
basically  one  requires  adequate  perfusion.  Of  the 
desludging  agents  Dextran  40  heads  the  list.  Of  the 
antithrombotic  agents,  heparin  and  plasmin  head 
the  list,  but  obviously  one  must  be  sure  they  are 
used  only  in  diffuse  microthrombosis  and  this  can 
only  be  established  by  laboratory  studies. 

Vasoconstrictors  are  seldom  used  unless  there  is 
present  a state  of  low  peripheral  resistance.  This 
can  readily  be  established  by  a sensitive  digital 
plethysomograph  which  gives  quantitative  informa- 
tion regarding  peripheral  resistence  in  the  vessels 
of  the  extremities. 

Of  the  vasodilators  isuprel  seems  effective  since 
it  also  increases  myocardial  contractility.  Some 
have  also  advocated  chlorpromazine. 

One  of  the  basic  defects  namely  hypoxia  of  the 
tissues  in  microthrombosis  are  associated  with 
metabolic  acidosis.  To  reverse  the  acidosis  NaHCOj 
and  other  antacids  are  valuable.  To  combat  the 
microthrombosis  determined  from  a study  of  the 
clotting  time  one  must  logically  employ  throm- 
bolytic agents  and  especially  heparin,  de  Takats 
has  used  sodium  thiosulphate,  a chelating  agent  to 
reduce  the  acute  inflammatory  phase  of  micro- 
vasculitis. It  also  acts  on  the  clotting  mechanism 
and  may  well  influence  the  local  antigenic  re- 
sponse. 

In  chronic  microangiopathies,  the  lesions  are 
much  less  reversible.  Anti-inflammatory  agents, 
steroids,  chelating  agents  and  immunosuppressive 
drugs  all  have  their  proponents.  It  is  however  dif- 
ficult to  see  how  a chronic  necrotizing  ateriolitis 
would  respond  to  any  form  of  therapy  except  in 
the  acute  stages  when  antiinflammatory  drugs  and/ 
or  steroids  may  serve  to  bring  on  a remission. 

We  can  see  that  the  microcirculation,  the  “third 
force”  is  where  the  business  of  life  is  accomplished. 
However  as  the  capillary  flow  decreases  or  damage 
to  the  endothelial  surface  occurs,  then  a shift  in 


the  pH  to  the  acid  side,  and  widely  disseminated 
intravascidar  microthrombosis  takes  place  and  this 
in  turn  uses  up  the  available  fibrinogen.  This  in 
turn  results  in  the  depletion  of  hemostatic  com- 
ponents. Sudden  restoration  of  blood  flow  in  a 
chronically  compromised  area  destroys  its  auto- 
regulatory  mechanism  and  could  prevent  the  bene- 
fits from  a restored  circulation. 

To  restore  perfusion  pressure,  to  combat  acidosis, 
to  treat  the  microthrombosis,  to  avoid  endothelial 
damage  in  autoimmune  disease  are  the  objectives 
to  be  sought  when  dealing  with  disorders  of  the 
microcirculation. 

L.H.N. 
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Transplantation  Biology:  III. 
Improving  Clinical  Results 

.Since  1955  more  than  1,000  people  have  received 
kidney  grafts,  but  because  its  results  are  unpre- 
dictable, the  procedure  must  be  considered  purely 
experimental.  To  be  sure,  immunosuppressive 
drugs  can  frequently  keep  a host’s  resistance  to  a 
homograft  in  abeyance  for  up  to  a year  or  more  in 
exceptional  cases.  Obviously  success  depends  on  the 
ability  to  find  a dosage  of  the  drug  that  will  sup- 
press the  homograft  reaction  without,  at  the  same 
time,  impairing  the  host’s  immunological  machin- 
ery to  an  extent  that  renders  him  incapable  of  cop- 
ing with  the  common  pathogens  of  everyday  life. 

The  results  of  course  are  very  much  better  when 
donor  and  host  are  related  as  between  parent  and 
offspring  or  between  full  siblings  than  when  they 
are  unrelated.  This  raises  the  question  as  to  whether 
there  are  histocompatibility  group  systems  among 
man  as  there  are  compatible  blood  types.  How 
many  histocompatible  types  there  are  and  how  to 
recognize  them?  Perhaps  this  knowledge  would 
then  permit  us  to  match  or  type  donors  and  re- 
cipients and  enable  surgeons  to  exclude  donors 
whose  grafts  would  be  grossly  incompatible  for  a 
given  recipient. 

Effective  means  of  selecting  the  most  compatible 
donor  from  a small  available  panel  now  seems  al- 
most within  our  grasp.  Obviously  the  ultimate  goal 
is  to  develop  highly  specific  monovalent  antibodies 
cajrable  of  identifying  at  least  the  more  important 
transplantation  antigens  that  contribute  to  a per- 
son’s antigenic  uniqueness.  Then  individuals  will 
be  typed  with  respect  to  their  transplantation  anti- 
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gens  as  they  are  jjresently  typed  with  res]:)ect  to  their 
blood  groups.  In  tlie  process  we  will  learn  a lot 
about  the  genetics  of  tissue  incompatibility  in  man 
concerning  which  we  know  practically  nothing  at 
present.  Once  this  is  achieved,  transplantation  of 
tissues  and  organs  will  have  emerged  from  the  ex- 
[jerimental  into  the  clinical  realm. 

.\t  present  we  are  forced  to  rely  on  immiino- 
supressive  therapy  by  a variety  of  means  to  prevent 
the  host’s  immunological  attack  against  the  graft, 
an  attack  usually  of  sufficient  intensity  to  impair 
its  function  and  threaten  its  life.  The  attack  must 
he  detected  early  enough  so  that  this  reaction  can 
be  reversed.  It  is  accomplished  by  treating  the 
patient  with  corticosteroids,  actinomycin  C and 
other  agents  such  as  x-rays. 

Once  the  immunological  attack  has  been  turned, 
it  may  remain  tpiiescent  for  a long  time.  Clearly 
an  understanding  of  the  jjrocesses  underlying  such 
delayed  attacks  could  be  of  utmost  importance,  for 
it  may  indicate  the  total  destruction  of  a specific 
immunological  active  lymphoid  cell  population.  Or 
some  other  obscure  mechanism  is  operative  which 
we  could  harness  in  future  trans])lants  if  we  un- 
derstood its  nature. 

Hillingham  points  out  that  there  are  different 
types  of  investigation  that  should  lead  to  consider- 
able improvement  in  the  outcome  of  clinical  homo- 
transplantation in  addition  to  histocompatibility 
typing.  One  is  development  of  more  effective  and 
more  selective  immunosuppressive  drugs.  But  to  ac- 
complish this  we  must  realize  that  both  lympho- 
cytes and  humoral  antibodies  are  involved  in  graft 
destruction  and  each  requires  a different  approach. 
Many  authorities  believe  that  the  proximate  “cause 
of  death”  for  a honiograft  is  the  cytocidal  proper- 
ties of  immunological  active  lymjihocytes.  How  is 
this  cytocidal  effect  mediated?  Is  a cell-bound  anti- 
body involved  or  is  it  due  to  some  kind  of  phar- 
macologically active  substance  analogous  to  hista- 
mine. If  the  latter  then  we  cotdd  proceed  to  dis- 
cover a pharmacologic  antagonist. 

The  ideal  solution  of  course  wotdd  reejuire  a 
treatment  that  could  render  the  host  completely 
and  specifically  tolerant  of  the  alien  antigen  of  his 
homograft.  I'his  would  obviate  the  requirement 
for  continued  drug  therapy  with  all  its  undesirable 
side  effects.  The  principle  of  immunological  toler- 
ance applies  to  adults  as  well  as  infants.  However  to 
induce  this  state  repeated  doses  of  honiolagous 
cellular  inocula  are  needed  to  overcome  the  major 
incompatibilities  and  these  amounts  may  be  too 
great.  In  mice  they  may  amount  to  several  donor 
equivalents  of  splenic  cells.  This  approach  in  man 
w'ould  fail  because  of  insufficient  available  donor 
cells  and  the  risk  of  causing  harmful  graft  versus 
host  reactions  on  the  part  of  the  inoculated  ingredi- 


ents of  the  host  donors  lymphoid  system  against  the 
foreign  antigens  of  the  host. 

However  it  may  be  that  partially  degraded  anti- 
gens can  lead  to  tolerance  and  they  may  do  this 
more  effectively  if  administered  in  conjunction  with 
immunosupressive  agents.  But  this  still  leaves  us 
with  the  dosage  proltlem.  But  this  may  be  less 
formidable  than  anticipated  because  as  Billingham 
points  out  there  are  two  different  dosage  threshold 
retpiirements  for  tolerance  induction  on  the  one 
hand  and  sensitization  on  the  other.  The  lower 
threshold  for  tolerance  induction  may  be  in  fact 
very  small. 

One  of  the  most  important  problems  in  trans- 
plantation immunology  pertaining  to  the  induc- 
tion of  tolerance  is  concerned  with  the  nature  and 
biologic  significance  of  the  transplanted  antigens. 
Our  present  knowledge  of  this  is  very  rudimentary. 
But  it  is  not  difficult  to  imagine  that  antigenic 
material  may  one  day  be  prepared  in  large  amounts 
from  different  human  cell  lines  propagated  in  vitro, 
d’yped  “antigen”  might  then  be  available  to  in- 
tluce  tolerance  of  appropriately  matched  organ  ho- 
mografts in  patients. 

A variety  of  possible  means  of  improving  the 
effectiveness  of  immunosuppressive  agents  to  pro- 
mote the  induction  of  tolerance  are  currently  re- 
ceiving much  attention.!  These  include  thymec- 
tomy, splenectomy,  reduction  of  the  recirculating 
small  lymphocyte  population  of  the  body.  This  last 
can  be  accomjdished  by  phicement  of  a cannula  in 
the  thoracic  duct,  by  local  irradiation  of  the  blood 
stream  by  means  of  a cartridge  containing  radio- 
active yttrium  or  strontium  suspended  in  a major 
vessel.  Another  method  is  by  extracorporeal  irra- 
diation of  the  blood  as  it  passes  through  an  arteri- 
ovenous slnint.  Then  there  is  the  method  of  ad- 
ministering an  antiserum  j)roduced  in  an  alien 
species  to  the  lymphocytes  of  the  organism. 

We  must  not  forget  finally  that  the  antigenicity 
of  the  graft  in  some  way  not  yet  discovered  may 
also  be  reduced  or  eliminated. 

L.H.N. 
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Principles  Underlying  The 
Treatment  Of  Obesity 

There  are  certain  things  that  need  to  be  known 
by  the  physician  who  advi.ses  an  oliese  patient  to 
reduce  weight.  Endocrine  abnormalities  are  rare 
but  hypothryoidism,  hyperadrenocorticism,  and  in 
the  male,  hypogonadism,  should  lie  ruled  out  as 
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I^eo-Synalar 

fluocinolone  acetonide-neomycin  sulfate  cream) 

Cream 


The  “itch-scratch”  cycle  usually  associ- 
ated with  inflammation  often  results  in 
infected  dermatoses  because  broken 
skin  surfaces  are  particularly  vulnerable 
to  pathogenic  bacteria.'  To  treat  in- 
fected inflammatory  dermatoses,  Neo- 
Synalar  Cream  combines  the  most 
active  topical  corticosteroid  with  a 
highly  reliable  antibiotic  generally  re- 
served for  topical  application. 

In  Neo-Synalar,  fluocinoline  acetonide 
controls  the  inflammation  and  provides 
rapid  relief  from  associated  pruritus.  At 
the  same  time,  its  antibacterial  compo- 
nent—neomycin— combats  superficial 
infection  caused  by  many  gram-positive 
and  gram-negative  bacilli^  that  often 
colonize  and  thrive  on  abraded  skin.’ 

A specially  formulated  vanishing  cream 
base  that  is  greaseless  and  odor  free 
makes  Neo-Synalar  cosmetically  appeal- 
ing, and  encourages  greater  patient 
cooperation. 

controls  the  infection 
stops  the  scratch 


Contraindications:  Tuberculous,  fungal,  and 
most  viral  lesions  of  the  skin  (including  herpes 
simplex,  vaccinia,  and  varicella).  Not  for  ophthal- 
mic use.  Contraindicated  in  individuals  with  a 
history  of  hypersensitivity  to  any  of  its  com- 
ponents. Precautions:  Neomycin  rarely  produces 
allergic  reactions.  Prolonged  use  of  any  antibi- 
otic may  result  in  overgrowth  of  nonsusceptible 
organisms;  if  this  occurs,  appropriate  therapy 
should  be  instituted.  Where  severe  local  infection 
or  systemic  infection  exists,  the  use  of  systemic 
antibiotics  should  be  considered,  based  on  sus- 
ceptibility testing.  While  topical  steroids  have 
not  been  reported  to  have  an  adverse  effect  on 
pregnancy,  the  safety  of  their  use  on  pregnant 
females  has  not  absolutely  been  established. 
Therefore,  they  should  not  be  used  extensively 
on  pregnant  patients,  in  large  amounts,  or  for 
prolonged  periods  of  time.  Side  Effects:  Side 
effects  are  not  ordinarily  encountered  with  topi- 
cal corticosteroids.  As  with  all  drugs,  however,  a 
few  patients  may  react  unfavorably  to  Neo-Syna- 
lar  under  certain  conditions.  Availability:  Neo- 
Synalar  Cream  (0.025%  fluocinolone  acetonide, 
neomycin  sulfate,  equivalent  to  0.35%  neomycin 
base),  5 and  15  Gm.  tubes. 
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medicine,  Philadelphia,  Saunders,  1961,  p.  79. 
2.  Barber,  M.,  and  Garrod,  L.  R:  Antibiotic  and 
chemotherapy,  Baltimore,  Williams  and  Wilkins, 
1963,  p.  111. 


should  fluid  retention.  Dietary  habits  need  to  be 
investigated  thoroughly  together  with  familial, 
economic  and  psychologic  backgrounds.  Patterns  of 
hunger  and  satiety  need  to  be  understood  when  a 
patient  is  on  a reducing  diet  lor  these  form  the  basis 
of  decisions  on  the  division  of  the  calories  allotted 
to  the  reducing  diet  among  the  proper  number  of 
meals  and  snacks  and  of  decisions  on  the  eventual 
use  of  anorexigenic  agents,  dosage  and  time  of  ad- 
ministration. 

The  fundamental  fact  is  that  there  must  be  estab- 
lished a caloric  deficit  by  diet  and  exercise.  It  is 
obvious  that  a cmrect  diet  must  be  less  than  the 
accustomed  intake  and  must  provide  all  necessary 
nutrients  other  than  calories  in  sufficient  amounts. 
It  must  be  palatable,  easily  available  from  the  point 
of  view  of  economics  and  convenience,  but  it  must 
have  the  desired  caloric  deficit.  Ideally,  the  diet 
must  be  such  as  to  help  in  the  re-education  of  the 
patient. 

Practically  every  obese  patient  has  already  gained 
his  weight  which  is  stable  when  he  consults  his 
doctor.  If  he  eliminated  from  400-500  calories  per 
day  from  his  diet  it  will  lead  to  3,500  calories  less 
in  a week  and  one  pound.  The  ease  with  which  500 
calories  can  be  removed  daily  from  a diet  without 
altering  its  basic  structure  to  which  the  individual 
is  adapted,  shoidd  be  clarified  for  each  patient. 
There  should  not  be  any  faster  loss  unless  there  is 
an  especially  jnessing  need.  A busy  ambulatory 
patient  shoidd  not  be  obligated  to  tolerate  a caloric 
intake  of  less  than  1,500  per  day  and  if  stepped  up 
activity  is  added,  food  intake  may  not  even  need 
to  be  cut  very  much. 

Next  is  the  recognition  of  what  number  of 
calories  the  jiatient  consumes  to  maintain  his 
weight.  This  is  easily  accomplished  if  the  patient 
brings  in  a diary  of  his  total  food  intake  per  day 
thus  allowing  the  physician  to  clarify  for  the  pa- 
tient where  the  calories  can  be  cut  without  basical- 
ly altering  the  structure  of  his  diet.  Determining 
the  caloric  content  of  the  diet  is  but  one  aspect  of 
dietary  prescri])tion.  There  must  be  knowledge  of 
the  patient’s  familial  and  economic  status,  his  usual 
eating  patterns,  his  tastes  and  capabilities.  This 
becomes  obvious  to  the  physician  when  he  analyzes 
w'ith  the  patient  his  eating  diary.  In  short,  educat- 
ing the  patient  regarding  the  calorie  content  of 
various  sized  portions  of  his  diet  is  the  essential  in- 
gredient to  the  success  not  only  of  the  weight  re- 
duction program  but  also  of  the  subsecpient  main- 
tenance program. 

A “good”  reducing  diet  is  one  on  which  the  pa- 
tient does  not  become  too  hungry.  I'herefore  it  is 
necessary  to  know'  the  normal  pattern  of  hunger  and 
satiety  of  the  patient  to  help  decide  the  number  of 
meals  and  snacks  to  prevent  excessive  hunger.  This 


also  is  readily  discerned  from  perusal  of  the  pa- 
tient’s eating  diary.  One  can  discern  when  exces- 
sive hunger  develops,  whether  frequent  feedings  are 
needed.  Clearly  if  this  does  not  satisfy  the  patient’s 
hunger,  we  have  a clear  indication  for  use  of  an 
anorexigenic  agent. 

The  current  anorexigenic  agents  are  the  amphe- 
tamines and  related  compounds.  They  act  chiefly 
iiy  stimulating  the  satiety  centers  in  the  ventro- 
medial hypothalamus.  I here  are  of  course  accessory 
actions  such  as  stimulating  spontaneous  activity, 
releasing  free  fatty  acids  from  adipo.se  tissue,  and 
also  tachycardia,  dryness  of  the  mouth.  There  is 
little  point  in  giving  a small  or  moderate  dose 
early  in  the  morning  so  that  its  effect  has  wmrn  off 
in  the  afternoon,  if  one  is  dealing  with  a patient 
who  is  hungry  and  eats  and  overeats  in  the  evening. 
.Accordingly  a successful  practice  is  to  give  a long- 
acting  amphetamine  preparation  in  the  morning 
with  a booster  in  the  late  afternoon.  In  general  the 
effective  duration  of  amphetamine  therapy  is  of 
the  order  of  a month  to  six  w'eeks  since  it  is  most 
useful  at  the  onset  of  treatment  with  patients  who 
have  become  obese  relatively  recently. 

Most  patients  do  have  side  effects  like  dry  mouth, 
restlessness,  irritability,  insomnia  and  constipation. 
A cardiac  jjatient  is  a poor  candidate  for  these 
agents  because  of  tachycardia  and  [possible  role  in 
potentiating  arrhythmias.  However,  in  moderate 
hypertension  favorable  effects  of  steady  weight  loss 
on  blood  pressure  often  outweighs  the  slight  risk  of 
increasing  heart  rate  due  to  the  am|jhetamines.  One 
cannot  emphasize  enough  that  the  use  of  such 
agents  by  tlie  physician  in  no  waiy  decreases  the  im- 
portance of  dietary  prescription  and  instruction. 
The  patient  also  needs  to  be  w'arned  against  in- 
creasing the  dose  of  the  prescribed  agent  on  their 
own  or  supplementing  it  with  w’orthless  and  even 
dangerous  over-the-counter  medications. 

Exercise  of  course  is  the  great  variable  in  energy 
expenditure  which  increases  rapidly  w'ith  the  in- 
tensity W'ith  w'hich  the  exercise  is  performed.  Ex- 
ercise also  does  not  increase  voluntary  food  intake 
in  inactive  subjects  uidess  it  reaches  a critical  dura- 
tion and  intensity.!  It  is  a good  idea  to  start  an 
obese  subject  to  w'alk  every  day  and  to  increase 
duration  and  eventually  the  intensity  of  the  exercise 
as  weight  reduction  progresses.  To  build  exercise 
into  a patient’s  life,  however,  requires  understand- 
ing of  his  schedule  and  mode  of  life.  An  obese  per- 
son insulated  by  excessive  adiposity  wall  not  lose 
heat  readily  on  hot  days  and  should  interrupt  his 
summer  exercise  with  sufficient  rest  periods  and 
esjiecially  to  keep  hydrated. 

There  is  still  too  much  thyroid  hormone  pre- 
scribed in  obese  patients  based  on  a clear  miscon- 
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ception  that  most  obese  patients  are  hypometabolic, 
a dogma  that  is  old  and  untrue.  This  misconcep- 
tion arose  from  an  old  idea  relating  basal  oxygen 
consumption  to  body  weight.  If  hypometabolism  is 
suspected,  it  is  easy  to  settle  it  by  a PBI  or  1131 
uptake  and  need  no  longer  be  guessed  at.  In  part, 
thyroid  administration  is  self-defeating  anyway 
since  it  depresses  endogenous  thyroid  secretion 
Tvhich  is  very  slow  to  reverse.  In  higher  doses  tachy- 
cardia, palpitation,  nervousness,  and  insomnia  ap- 
pear and  create  an  unpleasant  and  potentially  dan- 
gerous situation.  This  holds  true  also  for  tri-iodo- 
thryonine. 

Finally  we  need  to  be  concerned  with  certain 
psychologic  aspects  of  the  therapy  of  obesity.  We 
need  to  mitigate  hunger  and  fatigue  by  spacing 
calorie  intake  to  satisfy  hunger.  We  need  to  fix 
realistic  short  term  and  long  term  targets.  Losing 
weight  slowly,  one-half  to  one  pound  a week  is 
more  realistic  for  most  patients  and  is  more  likely 
to  become  a permanent  habit,  than  rapid  weight 
loss  regimens  that  almost  always  lead  to  lelapse  and 
weight  gain. 

Mayei'i  points  out  factors  in  the  psychology  of 
being  obese.  Experiments  in  patients  who  were 
obese  in  adolescence  when  the  body  image  appears 
to  be  developed  reveal  a galaxy  of  psychiatric  traits 
that  appear  to  be  due  to  the  obesity— obsessive  con- 
cern with  the  self-image,  passivity,  expectation  of 
rejection,  and  progressive  withdrawal  which  must 
be  coped  with  if  the  patient  is  to  be  a happy,  well- 
adjusted  person.  Many  of  these  psychologic  effects 
of  obesity  may  tend  to  make  obesity  self-perpetuat- 
ing and  this  is  the  reason  why  they  are  so  difficult 
to  handle  adequately. 

Anxiety  and  stress  that  burden  an  obese  patient 
may  be  instrumental,  especially  if  he  is  predisposed 
by  genetics  and  constitution,  in  causing  over-eating 
and  immobilization,  and  hence  weight  accumula- 
tion. Motivation  to  weight  reduction  can  sometimes 
be  increased  if  a patient  is  informed  of  a newly  dis- 
covered pathological  condition  such  as  diabetes,  and 
hypertension.  The  development  of  new  interests  in 
obese  middleaged  women  with  and  without  anxiety 
can  be  very  useful,  especially  women  who  have 
little  to  do  inside  or  outside  the  home,  women  with 
too  much  time  on  their  hands,  and  women  with  a 
tendency  to  view  their  interpersonal  relations  in 
terms  of  sitting  down  together  at  meals. 

Clearly  the  obesity  problem  is  complex  and  re- 
quires a knowledge  of  mechanisms  causing  hunger 
and  satiety.  How  to  deal  with  them  and  the  psy- 
chologic aspects  of  obese  patient  is  a great  challenge 
but  it  needs  to  be  done  to  make  life  longer  and 
happier  for  a large  segment  of  our  population. 

L.H.N. 
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Can  Ischemic  Heart  Disease 
Be  Prevented? 

The  problem  of  arteriosclerotic  heart  disease  and 
myocardial  degeneration  is  immense.  Diseases  of 
the  coronary  arteries  are  responsible  for  30  per- 
cent of  all  deaths  among  middle  aged  men  and  have 
been  a steadily  increasing  cause  of  mortality  for  a 
number  of  years.  Oliver^  believes  that  this  increase 
appears  to  be  involving  those  under  45  at  a faster 
rate  than  older  sections  of  the  population  and  that 
it  is  not  due  to  improved  diagnosis  which  has  not 
greatly  changed  in  the  last  decade.  However,  even 
if  one  subscribes  to  the  view  that  the  chief  reason 
for  the  rise  in  prevalence  of  ischemic  heart  disease 
(IHD)  is  the  greater  number  of  middle  aged  people 
in  a community  resulting  from  a decline  in  mor- 
tality due  to  infectious  diseases  in  children  and 
young  adults,  the  fact  remains  that  IHD  is  a for- 
midable medical  and  economic  problem  requiring 
urgent  attention. 

From  the  Framingham  study^  we  learn  that  more 
than  half  of  those  who  die  from  acute  myocardial 
infarction  do  so  within  one  hour  and  only  just 
over  half  of  those  with  an  initial  attack  of  acute  in- 
farction are  admitted  to  a hospital.  This  high  fre- 
quency of  sudden  death  emphasizes  more  clearly 
than  anything  else  the  importance  of  preventing  the 
development  of  IHD.  But  to  prevent  it  we  must 
know  something  about  the  causative  factors  and 
those  which  can  be  controlled. 

Atherosclerosis  of  the  coronary  arteries  begins  in 
childhood  or  early  adolescence,  is  present  in  all 
adults  and  probably  progresses  steadily  with  ad- 
vancing age.  In  rather  more  than  one-third  of  the 
population  this  leads  to  the  clinical  syndrome  of 
IHD:  angina  pectoris,  coronary  insufficiency,  con- 
gestive heart  failure,  sudden  death.  Whether  or  not 
coronary  atherosclerosis  will  lead  to  ischemic  heart 
is  determined  by  a compound  of  influences  includ- 
ing the  degree  and  site  of  arterial  disease,  the  oc- 
currence and  extent  of  thrombotic  occulsion  of  the 
arterial  lumen,  the  adequacy  of  the  coronary  an- 
astomotic circulation,  myocardial  demands  and  the 
anatomical  distribution  of  the  coronary  arteries. 

The  prevention  of  the  clinical  syndrome  of  IHD 
depends  upon  the  effectiveness  with  which  these 
causal  factors  can  be  controlled.  Clearly  nothing 
can  be  done  about  the  anatomical  distribution  of 
the  coronary  arteries  which  may  be  due  to  genetic 
factors  or  factors  operating  during  development 


Volume  31,  No.  1 


27 


28 


Connecticut  Medicine^  January^  1967 


Now^  now,  Mrs.  Forsythe,  we’ve  never  lost  a cold  patient  yet. 


When  she’s  experiencing  acute  discomfort  from  cold  symptoms,  it's  small  wonder  the  patient  becomes  distressed 
about  her  condition. 

She  vyili  breathe  easier  when  you  prescribe  Novahistine  LP. 

Novahistine  LP  is  a long-acting  decongestant  that  helps  restore  normal  mucus  secretion  and  ciliary  activity— physio- 
logic mechanisms  which  prevent  infection  of  the  respiratory  tract.  A dose  of  two  tablets  taken  in  the  morning 
and  repeated  in  the  evening  will  usually  keep  air  passages  clear  for  24  hours. 

Use  cautiously  in  individuals  with  severe  hypertension,  diabetes  mellitus,  hyperthyroidism  or  urinary  retention. 
Caution  patients  who  operate  machinery  or  motor  vehicles 
that  drowsiness  may  resuit. 

Each  Novahistine  LP  tabiet  contains:  phenylephrine  hydro- 
chloride, 25  mg.,  and  chlorpheniramine  maleate,  4 mg. 

PITM  AN-MOORE  Division  of  The  Dow  Chemicai  Company,  Indianapolis 


For  relief  of  nasal  congestion, 
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wliich  are  as  yet  unknown.  This  leaves  the  problem 
to  preventing  coronary  artery  disease  and  throm- 
bosis and  ol  improving  coronary  anastomosis.  Since 
the  degree  ol  development  of  each  is  dependent  on 
or  clearly  related  to  the  otliers,  we  must  think  of 
the  three  ;is  one.  As  we  do  not  as  yet  understand 
the  reasotis  why  atherosclerosis  develops  iti  chil- 
dren, it  is  unlikely  that  effective  primary  preven- 
tion will  be  possible  for  many  years. 

We  are  thus  left  inevitably  with  secondary  pre- 
vention. It  is  secondary  in  the  sense  that  arterial 
damage  may  already  be  advanced  even  though  no 
( litiical  features  have  developed  and  no  severe  myo- 
cardial damage  has  yet  occurred.  The  real  focus 
must  be  on  what  can  be  done  to  ])revent  appar- 
ently healthy  individuals  from  developitig  any  of 
the  syndromes  of  IHD  mentioned  above,  for  coron- 
ary atherosclerosis  is  universal  in  developed  com- 
munities whereas  fortunately  IHD  is  not.  It  has 
beett  estimated  that  of  1,000  male  doctors  40  years 
of  age  or  under,  200  will  develop  IHD  before  age 
65.^  This  identification  of  those  in  the  populatioti 
who  are  most  at  risk  is  important  for  effective 
prevention.  Can  this  be  done? 

Many  surveys  Oliver  points  out  have  shown  that 
apparently  healthy  individuals  with  the  following 
cliaracteristics  or  habits  do  have  a greater  incidence 
of  IHD:  Those  with  hypercholesterolemia  atid  liy- 
perlipidemia,  those  with  hypertension,  those  who 
smoke  cigarettes,  those  without  any  physical  exer- 
cise and  women  with  premature  cessation  of  ovarian 
activity.  Then  there  are  potentially  important  in- 
ffuences  such  as  diabetes,  myxedema,  psychogenic 
stresses,  rapid  weight  gaiti,  hyperuricemia  and  those 
with  a thrombotic  tendency. 

These  known  risk  factors  are  important  from  the 
point  of  view  of  prevention  even  rvlien  they  occur 
singly,  but  when  they  occur  in  multiples  they  are 
especially  important.  Therefore  a strotig  case  can 
be  made  out  for  the  elimination  of  as  many  as  pos- 
sible. It  must  be  obvious  that  some  factors  are  more 
amenable  to  control  than  others.  For  example 
searching  for  diabetes  and  properly  treating  it,  or 
diagnosing  myxedema  and  correctitig  it,  or  search- 
ing for  hyperuricemia  and  correcting  it  as  is  now 
possible  with  allopuririol. 

'I'he  prevention  of  the  affects  of  psychogenic 
stimuli  on  the  development  of  IHD  seems  imprac- 
ticable because  of  the  variability  of  an  individual’s 
reaction  to  a given  situation.  Some  are  overw’hehned 
and  develop  a depression.  For  some  the  same  situa- 
tion is  a source  of  anxiety  and  for  some  it  may  be 
a source  of  enjoyment.  Others  behave  as  if  the 
situation  does  not  exist  at  all;  a form  of  denial. 
Other  risk  factors  more  readily  controlled. 

Cigarette  smoking  can  in  theory  be  completely 
controlled.  In  several  studies  it  has  been  well  docu- 


mented that  mortality  rates  for  IHD  are  lower 
among  ex-smokers,  lhati  in  those  who  continue  to 
smoke.^  Physical  slotlifidtiess  is  also  potentially 
remedialile  but  difficult  to  combat  except  through 
active  education  of  the  pultlic  to  its  dangers. 
Ovariectomy  or  irradiation  of  ovaries  is  sometimes 
avoidable  and  when  induced  or  spontaneous  cessa- 
tion of  ovarian  activity  has  occurred  prematurely, 
Iioimonal  replacement  is  itulicated  and  wheti  em- 
ployed is  effective. 

•V  thrombotic  tendency  may  be  as  important  or 
more  so  than  those  mentioned  above.  Platelet 
thrombi  form  and  fibrin  is  deposited  simultaneous- 
ly leading  to  the  accumulation  of  lipids  in  early 
at  terial  lesicjns  and  this  contributes  continually  to 
their  progression  and  to  the  obstructive  element  of 
advanced  lesions.  Preventing  such  a thrombotic 
tendency  is  beset  wdth  difficulties  however.  One  is 
the  absence  of  a reliable  test  to  discover  this  tend- 
ency in  any  healthy  individual.  Perhaps  tests  of 
platelet  adhesiveness  will  prove  valuable.  But  even 
when  such  individuals  are  discovered  there  is  as 
yet  no  satisfactory  way  of  combatting  a tetulency 
to  arterial  thrombosis  uidess  linolenic  acid  turns 
out  to  be  such  a substance.  Since  anticoagulants  do 
not  work  to  prevent  j)latelet  thrombi  it  is  doubtful 
that  their  use  can  be  relied  upon  to  prevent  arterial 
thrombosis.  Neither  has  fibrinolytic  therapy  any 
part  as  yet  to  play  in  prevention. 

As  far  as  hypercholesterolemia  and  hyperlip- 
edemia  and  triglyceridemia  are  concerned,  there 
are  several  prolonged  studies  of  diets  low  in  satur- 
ated fats,  some  of  which  have  shown  a decrease  and 
some  have  not.  In  consetjuence  large  scale  long 
term  studies  of  the  effect  of  reduction  in  raised 
serum  lipid  levels  are  urgently  required  in  those 
who  are  still  asymptomatic.  The  “anti-coronary 
did)’’  in  New  York^  has  shown  encouraging  initial 
results. 

In  summary  there  are  two  preventive  approaches 
to  IHD  which  should  now  be  pressed  actively  and 
concurrently.  One  is  to  educate  the  public  to  stop 
cigarette  smoking  altogether,  to  avoid  obesity,  and 
for  many  peoj)le,  to  take  more  exercise.  Such  ad- 
vice could  emanate  from  the  doctor’s  office,  from 
health  officers  and  through  mass  media.  The  cam- 
j)aign  would  have  to  be  vigorous  and  sustained  to 
be  successful.  A major  shortcoming  of  such  advice 
of  course  is  that  not  everyone  who  smokes  or  is 
sedentary  will  develop  IHD,  since  such  an  outcome 
will  be  determined  by  the  extent  and  nature  of 
three  underlying  pathological  processes:  coronary 
atherosclerosis,  development  of  intra-arterial  throm- 
bosis and  coronary  anastomosis. 

Fhe  other  preventive  approach  is  correction 
of  hyperlipidemia  especially  in  those  who  are 
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asymptomatic,  as  well  as  searching  for  curable  di- 
seases like  diabetes,  myxodemia,  hyperuricemia 
and  forms  of  curable  hypertension  and  correcting 
them. 

W^e  still  need  rigidly  designed  control  trials  in 
many  areas  especially  the  dietary  one  and  we  must 
learn  much  more  about  the  thrombotic  tendency. 

L.H.N. 
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Sympathetic  Nervous  System 
Blockers 

There  is  growing  popularity  in  adrenergic  re- 
ceptors, the  reason  being  the  recent  discovery  of 
compounds  which  selectively  block  certain  cardio- 
vascular and  metabolic  effects  of  the  sympatho- 
mimetic amines.  As  a result  the  clinician  now  has 
a clearer  view  of  the  pathophysiology  of  many 
cardiovascular  problems,  but  also  new  therapeutic 
approaches  to  such  serious  illnesses  as  shock,  hy- 
pertension, arrhythmias,  pulmonary  embolism,  an- 
gina pectoris  and  others. 

A receptor  is  a cellular  component  present  either 
on  a cell  membrane  or  inside  of  it  which  reacts  with 
or  combines  with  a drug.  This  triggers  off  a series  of 
events  which  culminates  in  a specific  response.  An 
example  is  the  blood  vessel  response  to  sympathetic 
nerve  stimulation  in  which  a neurohumor,  nor- 
epinephrine, is  released  from  tissue  stores  at  or  near 
the  nerve  terminal  which  in  turn  reacts  with  the 
receptor  in  the  smooth  muscle  cell  and  initiates  a 
series  of  reactions  ending  in  muscular  contraction 
and  vaso-constriction.  These  adrenergic  receptors 
can  now  be  blocked  by  certain  compounds  termed 
adrenergic  blockers.  There  are  other  receptors  that 
can  respond  to  other  vaso-constrictor  hormones  like 
angiotensin  and  receptors  responding  to  acetyl- 
choline by  vaso-dilatation.  Neither  of  these  are 
specifically  blocked  by  adrenergic  blockers. 


We  know  since  1948  that  there  are  two  kinds  of 
adrenergic  receptors:  the  alpha  receptor  which 

mediates  vaso-constrictor  responses,  and  the  beta 
receptors  leading  to  vaso-dilatation,  increased  myo- 
cardial contractility  and  cardiac  acceleration.  Levar- 
terenol  stimulates  the  alpha  receptors  and  isopro- 
terenol the  beta  receptors.  Levarterenol  and  isopro- 
terenol affect  the  heart  the  same  way  namely,  by  in- 
creasing myocardial  contractility  and  heart  rate. 
This  knowledge  has  come  to  us  since  the  discovery 
of  blocking  agents  that  prevent  either  alpha  or  beta 
effects.  An  alpha  blocker,  dibenamine  HCl,  was  de- 
scribed by  Nickerson  and  Goodman  in  1947.^  A 
beta  blocker,  dichloro-isoproterenol,  was  reported 
by  Powell  and  Slater  in  1955.  Each  of  these  block- 
ers is  specific  for  its  special  receptor.^ 

Certain  metabolic  effects  were  then  recognized  as 
caused  by  sympathomimetic  amines  such  as  hyper- 
glycemia and  increase  in  free  fatty  acids  which 
could  be  selectively  antagonized  by  beta  receptor 
blockers  and  not  by  alpha  receptor  blockers.^  Im- 
portant cellular  effects  of  epinephrine  such  as  the 
formation  of  cyclic  3'5'  adenosine  monophosphate 
from  adenosine  triphosphate  as  well  as  activation 
of  phosphorylase  were  also  found  to  be  caused  by 
stimulation  of  the  beta  receptors  since  they  could 
be  blocked  by  beta  blockers.^ 

An  understanding  of  adrenergic  receptors  is  im- 
portant to  the  clinician  since  he  can  now  select  the 
proper  vaso-pressor  agent  to  produce  a specific  car- 
diovascular response  and  he  can  select  a specific 
blocker  to  antagonize  an  unwanted  effect.  Methoxa- 
mine,  vasoxyl  and  phenylephine  predominantly 
produce  vaso-constriction  but  do  not  increase  car- 
diac output.  They  are  therefore  alpha-stimulators, 
and  must  be  avoided  in  clinical  situations  in  which 
an  increase  in  cardiac  output  is  desired,  as  for  ex- 
ample, in  shock.5 

Isoproterenol  (isuprel)  on  the  otherhand  is  pure- 
ly a beta-stimulating  catecholamine.  It  increases 
cardiac  output  by  enhanced  contractility,  accelera- 
tion of  heart  rate  and  it  also  dilates  bronchioles  and 
peripheral  vessels.^ 

Then  there  are  other  amines  like  levarterenol, 
mephentermine  and  ephedrine  which  stimulate 
both  alpha  and  beta  receptors  and  may  cause  either 
vaso-constriction  or  vaso-dilatation. 

The  common  alpha  receptor  blockers,  dibena- 
mine HCl  and  phenoxybenzamine  HCl  (dibenzy- 
line)  will  antagonize  vaso-constrictor  effects.  Their 
use  has  been  considered  in  hypertension  although 
their  effects  are  transient.  They  have  also  been  con- 
sidered in  treating  shock  where  peripheral  vaso- 
constriction is  powerful  and  cardiac  output  is  re- 
duced.® Dibenzylene  would  eliminate  effects  of 
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alpha  receptor  stimulation  and  its  unwanted  other 
peripheral  action  without  interfering  with  the  bene- 
ficial cardiac  stimulating  action  of  the  beta  recep- 
tors. 

As  one  treats  patients  with  cardiogenic  or  bac- 
teremic  shock  with  levarterenol,  one  often  finds 
persisting  evidence  of  poor  tissue  perfusion,  cold 
clammy  skin,  cyanosis,  slow  capillary  refill  and  even 
acidosis.  Such  patients  are  good  candidates  for  the 
use  of  alpha  blockers.  They  must,  however,  be 
stopped  when  a hypotensive  response  occurs  and 
large  quantities  of  fluid  in  the  form  of  blood,  dex- 
tran  or  Ringer  lactate  must  be  given  to  restore  the 
circulating  blood  volume  before  continuing  dibenz- 
yliue.’^ 

In  patients  with  pheochromocytoma  before  and 
after  operation  one  finds  high  levels  of  circulating 
catecholamines  that  produce  intense  vaso-constric- 
tion  and  enhance  capillary  filtration  leading  to  hy- 
povolemia. Such  patients  could  well  be  prepared 
for  operation  by  fluid  volume  replacement  and  pre- 
treatment with  an  alpha  blocker,  pentolamine 
(regitin)  for  3-4  days.® 

Among  the  adrenergic  beta  receptor  blockers 
joropranalol  (Inderal)  is  the  most  potent,  has  the 
least  sympathomimetic  side  effects  and  is  the  one 
available  for  clinical  investigation  and  use.  These 
blockers  can  lower  arterial  pressure  by  reducing 
peripheral  vaso-constriction  and  might  work  well 
by  reducing  contractility  in  hypertrophic  subaortic 
stenosis.  They  have  also  been  used  to  prevent  those 
cardiac  arrhythmias  induced  by  sympathomimetic 
amines  and  also  those  caused  by  digitalis.®’^”  Pa- 
tients with  hyperkinetic  cardiovascular  states  have 
also  responded  well  to  the  administration  of  the 
beta  blockers. 

Blockade  of  beta  receptors  has  only  a possible 
application  in  the  management  of  angina  pectoris. 
It  requires  very  large  doses,  as  much  as  200-250  mg. 
of  propranalol  to  cause  a significant  reduction  in 
the  number  of  anginal  attacks  of  effort.  We  must 
recall,  however,  that  the  mechanism  of  action  is 
quite  complex  and  that  such  blockers  interfere  with 
the  pumping  action  of  the  heart. They  might 
afford  benefit  to  patients  whose  exercise  capacity 
is  limited  by  coronary  flow  and  oxygen  delivery  to 
the  myocardium.  They,  however  might  prove  of  no 
benefit  and  even  harmful  to  those  whose  activity  is 
limited  by  reduced  pumping  cajjacity  of  the  myo- 
cardium.When  nitrites,  reduced  effort  and  an 
abdominaf  binder  work  there  would  seem  to  be 
little  point  in  experimenting  with  propranalol  in 
angina  pectoris. 

Potentially  the  list  of  diseases  in  which  receptor 
blockage  might  be  of  beneficial  effect,  could  ex- 
pand to  include  almost  any  pathophysiologic  state 
in  which  an  excessive  adrenergic  stimulus  is  in- 


volved. Trials  of  these  drugs  might  be  anticipated 
in  disturbances  of  gut  motility,  in  excessive  lipolysis 
or  glycolysis  and  in  attempts  to  modify  renal  excre- 
tion of  cations. 

In  the  clinical  trial  of  these  drugs,  however,  cau- 
tion needs  to  be  exercised  since  cardiac  failure  in- 
duced by  excessive  weakening  of  the  force  of  heart 
muscle  contraction  is  always  a serious  considera- 
tion. 

As  an  investigational  test,  however,  the  blockers 
have  helped  to  uncover  a rich  mine  of  pathologic, 
physiologic  and  metabolic  phenomena.  They  have 
clarified  our  understanding  of  the  role  of  the  sym- 
pathetic nervous  system  is  exercise,  in  postural 
changes,  in  heart  failure,  in  shock,  in  arrhythmias, 
in  thyrotoxicosis.  They  have  allowed  us  to  evaluate 
the  therapeutic  as  well  as  the  potentially  detri- 
mental effects  of  these  drugs  in  a variety  of  clinical 
situations. 

L.H.N. 
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Hydrocephalus 

A Review  And  Plea  For  A Vigorous  Approach 


James  H.  Salmon,  M.D.*  and  Robert  G.  Selker,  M.D. 


■ In  the  early  1800’s  Francois  Magendie  described 
the  classic  clinical  example  of  hydrocephalus  of 
the  newborn.  Known  to  the  layman  as  “water  on 
the  brain”,  Magendie  speculated  about  such  prob- 
lems as  where  does  the  additional  water  come  from, 
what  is  its  composition  and  function  and  where 
does  it  go.  Moreover,  he  was  concerned  with  the 
etiology  and  pathogenesis  of  an  abnormality  which 
seemingly  had  no  answer.  Many  of  these  questions 
have  been  solved  in  the  intervening  years.  How- 
ever, a number  of  problems  remain  unanswered- 
problems  which  traverse  the  fields  of  Physiology, 
Neurosurgery,  and  surprisingly  enough.  Philoso- 
phy. 

Cerebrospinal  fluid,  normally  produced  by  the 
choroid  plexus  circulates  through  the  lateral  and 
third  ventricles,  leaving  the  latter  via  the  aqueduct 
to  enter  the  4th  ventricle.  Through  openings  in  the 
lateral  recesses  and  roof  of  the  4th  ventricle  (for- 
amens of  Luska  and  Magendie),  cerebrospinal  fluid 
(CSF)  is  permitted  access  to  the  basal  cisterns  and 
subarachnoid  pathways  of  the  brain  and  spinal 
cord  for  eventual  absorption.  The  classification  of 
Hydrocephalus  is  based  on  this  physiologic  circula- 
tion and  is  divided  into  three  major  categories: 
Increased  production  of  fluid,  decreased  absorp- 
tion, or  blockage  of  the  pathways  of  circulation. 
Communicating  or  noncommunicating,  circulating 
or  non-circulating  are  terms  also  applied,  depend- 
ing upon  the  patency  of  the  pathways  of  circula- 
tion. The  etiologies  are  variable  and  include  such 
things  as  aqueductal  stenosis  and  atresia,  basal 
cistern  arachnoiditis,  Arnold-Chiari  and  Dandy 
Walker  syndromes,  and  infrequently  in  infants, 
neoplastic  lesions  of  the  posterior  fossa. 

All  infants  with  an  enlarged  head  at  birth  or 
those  whose  head  circumference  in  subsequent 
months  increases  beyond  the  normal  percentile  for 
other  body  measurements,  must  be  considered  hy- 
drocephalic till  proved  otherwise.  Frontal  bossing 
of  the  skull,  retarded  motor  and  intellectual  de- 
velopment, the  presence  of  a meningocele,  spread 
cranial  sutures  by  X-ray  and  a full  fontanelle. 

From  the  Department  of  Surgery,  Section  of  Neurosurgery, 
Yale  University  School  of  Medicine,  New  Haven,  Connecticut. 
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should  point  toward  a diagnosis  of  hydrocephalus. 
Although  subdural  hematomas  in  the  newborn 
may  mimic  hydrocephalus,  a history  of  trauma  or 
difficult  delivery,  parietal  bossing  and  positive  sub- 
dural taps  will  eventually  lead  to  the  correct  diag- 
nosis. Megalencephaly,  a benign  overgrowth  of 
brain  tissue,  likewise  must  be  distinguished  from 
hydrocephalus. 1 Once  suspected,  hydrocephalus  of 
the  newborn  must  be  promptly  evaluated.  As  an 
in-patient,  subdural  taps,  ventricular  estimation 
and  bubble  ventriculography  should  be  instituted 
to  substantiate  an  enlarged  ventricular  system  and 
the  amount  of  cortical  mantle  remaining  as  mea- 
sured in  a standard  brow-up  view.  Pantopaque 
ventriculography  has  proved  a useful  adjunct  in 
delineating  the  site  of  blockage  of  normal  flow.  In 
addition,  it  seems  advisable  to  determine  qualita- 
tively whether  the  hydrocephalus  is  of  the  com- 
municating (non  obstructive,  circulating)  or  non 
communicating  (obstructive,  non  circulating)  varie- 
ty. This  is  accomplished  by  instilling  2-3  cc  of  in- 
digo carmine  dye  via  the  trans  ventricular  route, 
and  observing  its  appearance  in  the  spinal  sub- 
arachnoid space,  as  well  as  in  the  urine.  The  latter 
would  indicate  patent  absorbing  pathways.  If  the 
amount  of  dye  appearing  in  the  urine  is  correlated 
with  the  time  of  injection,  some  estimate  can  be 
made  with  regard  to  the  efficiency  of  the  absorbing 
mechanisms. 

Radiographically,  hydrocephalus  shows  a rather 
discreet  midline  septum  dividing  the  hemisphere 
and  variable  thickness  of  brain  substance  over  the 
frontal  temporal  and  occipital  poles.  Many  authori- 
ties in  the  field  use  an  average  measuremeirt  of 
three  sites  rather  than  a single  frontal  pole  evalua- 
tion.^ Plain  skull  films  rarely,  if  ever,  show  changes 
in  the  dorsum  sella,  rather  spreading  of  the  sutures 
and  an  enlarged  fontanelle  are  the  only  significant 
findings.  Abnormal  calcification  indicative  of  in- 
fectious diseases  or  congenital  abnormalities  may 
add  to  the  etiology  of  the  condition. 
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It  is  at  this  juncture,  that  one’s  philosophy  must 
be  oriented  toward  a vigorous  approach.  Many  in 
the  past,  unl'ortunately,  some  at  present,  feel  little 
is  to  be  gained  by  surgical  intervention.  Often,  in- 
fants are  “sent  home  to  die”  because  of  the  seem- 
ingly “hopeless”  situation.  Although  spontaneous 
arrest  of  progression  can  occur,  it  cannot  and  should 
not  be  planned  for.  The  criteria  for  arrest  must 
include  the  following:-^ 

a. )  Head  measurements  the  same  for  three  con- 
secutive months. 

b. )  Reduction  in  fontanelle  tension. 

c. )  Commencement  of  rapid  physical,  motor  and 
mental  development. 

It  is  insufricient,  we  believe,  to  consider  hydro- 
cephalus arrested  on  the  basis  of  head  meastiremeut 
alone.  It  seems  reasonable  and  accurate  to  assume 
that  at  some  point  in  the  process,  the  brain  is  more 
easily  compressed  than,  the  skull  suttires  and  fon- 
tanelle can  be  distended.  Hence  the  skull  measure- 
ments remain  intact,  but  valuable  brain  mantle 
may  be  lost  by  compression.  That  cortical  comijres- 
sion  and  function  are  directly  related  is  evident  by 
the  stretching  of  the  cortico-spinal  tract  about  an 
enlarged  ventricle  with  subsequent  paraparesis,  a 
theory  advanced  some  20  years  ago.'*  Hence  rajtid 
motor  and  physical  development  must  accompany 
a stable  circumferential  skull  measurement. 

In  considering  any  surgical  alteration  of  a clini- 
cal condition,  a knowledge  of  the  natural  history 
of  the  untreated  illness  is  imperative.  In  a follow- 
up series  of  182  non  operated  cases,  Laurence  and 
Coates  found  48.8  per  cent  deceased  and  an  addi- 
tional 5 per  cent  with  progressive  signs  atid  symp- 
toms. Two  thirds  of  these  deaths  occtirred  before 
18  months  of  age,  less  than  one  third  lived  2 years, 
and  a small  portion  died  at  age  5 years.  Of  the 
46  per  cent  listed  as  living,  about  half  were  self 
sufficient.  All  but  26  of  these  cases,  however,  showed 
visual,  intellectual,  or  motor  problems.  When  cal- 
culated on  actuarial  principles,  these  authors  found 
the  chances  of  a hydrocephalic  infant  reaching 
adult  life  untreated  is  otdy  20  per  cent  if  first  seen 
at  birth,  26  per  cent  if  seen  at  3 months,  and  50 
per  cent  if  evaluated  first  between  one  and  two 
years  of  age.  In  addition  to  decidedly  unfavorable 
statistics,  most  every  neurosurgeon  has  unfortunate- 
ly .seen  the  clinical  end  result  of  an  untreated  pro- 
gressive hydrocephalic.  It  is  the  unpleasant  picture 
of  a grossly  enlarged  head  with  distended  venous 
drainage,  too  heavy  to  be  moved  or  turned  volun- 
tarily by  the  infant.  Subsequent  decubitae  and  ul- 
ceration with  infection  completes  the  picttire  and 
is  the  cause  of  death  in  a large  percentage  of  cases. 

In  considering  a patient  for  surgical  interven- 
tion, the  cortical  mantle,  as  demonstrated  by  ven- 
triculography has  been  used  as  a criteria  to  with- 
hold therapy.  One  centimeter,  and  one  and  one  half 


centimeters  have  arbitrarily  been  used  in  the  past 
as  the  dividing  line  to  predict  which  infant  will  be 
a future  useful  citizen  or  an  institutionalized  re- 
tarded child.  Many  authors-'^’^  have  commented  on 
the  poor  correlation  between  mantle  thickness  and 
prognosis.  Yahson,  et  aP  have  put  forth  an  interest- 
ing theory  which  may  partially  answer  this  per- 
plexing cpiestion.  If  2 patients  with  hydrocephalus 
are  evaluated,  each  with  a 1 cm.  mantle  of  brain— 
the  total  volume  of  brain  tissue  will  not  be  com- 
parable unless  the  head  circumferences  are  identi- 
cal. It  IS  important  therefore  to  take  into  account 
the  total  brain  volume,  rather  than  an  isolated 
figure  of  1 cm.  referable  to  just  one  portion  of  the 
brain.  To  our  knowledge  no  long  range  follow-up 
study  has  been  published,  correlating  volume  of 
brain  with  future  performance. 

Multiple  surgical  approaches  have  been  advo- 
cated in  the  past.  As  early  as  1908  peritoneal 
shunts*’  were  reported  for  control  of  excess  fluid, 
utilizing  the  absorbing  potential  of  the  peritoneal 
cavity.  Although  correct  in  principle,  function  of 
the  shunt  is  plagued  by  failure  secondary  to  oc- 
clusion by  the  omentum.  Omentectomy  will  pro- 
long the  life  of  this  method.  In  1918,  Dandy  pro- 
posed choroid  plexectomy  on  the  basis  of  Cushings 
observations  of  spinal  fltiid  production  by  the 
choroid  plexus.  In  1934  Putnam®  recorded  his  ex- 
perience with  endoscopic  cauterization  of  the 
plexus.  In  1939,  Torkildson®  described  his  classic 
ventriculocisternal  shunt  for  use  primarily  in  ob- 
structive hydrocephalus.  This  converts  an  obstruc- 
tive hydrocephalus  to  the  communicating  variety 
in  the  hope  that  an  adequate  subarachnoid  space 
and  absorbing  ))athway  over  the  hemisphere  has 
developed.  This  may  not  be  the  case  with  infantile 
hydrocephalus,  necessitating  additional  diverting 
measures.  Numerotis  other  stirgical  attempts  have 
been  described:  3rd  ventrietdostomy,*®  lumbar  stdr- 
arachnoid  ureterostomy,**  ventriculo-mastoid,*^  an- 
terior and  posterior  transcallosal  (from  ventricle  to 
supracollosal  space)*®  ventriculo-subdural*"*,  ven- 
triculo-cholecystomy,*®  ventriculothoracic  duct,**’ 
ventriculo-ileo,**  and  many  ventriculo-venous 
shunts. 

Without  doubt,  the  one  used  today  with  greatest 
frequency  and  best  results  is  the  ventriculo-auri- 
culostomy  of  the  Spitz-Holter  type.  Using  a unique 
one  way  double  valve  pressure  graduated  system 
that  can  be  pumped  externally,  neurosurgeons  have 
been  provided  with  a reliable  means  of  controlling 
hydrocephalus  irrespective  of  etiology  or  type.  With 
this  system,  normal  ventricular  pressure  can  be 
maintained  and  the  excess  fluid  diverted  into  the 
right  heart  for  general  systemic  excretion.  By  virtue 
of  the  clot  repelling  qualities  of  the  barium  im- 
pregnated silastic  tubing,  as  well  as  the  intra-car- 
diac pressure  differential  and  flow  of  blood,  long- 
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Figure  I 

Arrows  indicate  desired  level  of  cardiac  catheter  between 
bodies  of  Tjand  or  7. 


term,  trouble-free  function  can  be  predicted.  Posi- 
tioned by  precise  EKG  control,^®  the  shunt  proce- 
dure has  become  “routine”  on  all  neurosurgical 
services.  Once  in  place,  the  status  of  its  function  is 
immediately  ajrparent  by  compressing  the  pump- 
ing mechanism.  Further,  particulate  matter  and 
clots  which  were  assumed  to  cause  the  failure  of 
previous  ventriculo-venous  shunts,  can  be  forced 
free  of  the  venous  tubing  and  intracranial  catheter. 

As  with  other  man-made  mechanical  devices  it 
is  not  always  troidale-free.  When  placed  in  an  in- 
fant of  average  size,  approximately  6 or  7 cm.  of 
tubing  is  required  to  reach  from  a delicate  neck 
connection  to  the  right  atrium  or  the  level  of  the  T 
6-7  bodies  by  x-ray  (Figurel).  As  the  infant  grows, 
the  distance  between  the  connector  and  the  right 
atrium  rapidly  enlarges,  necessitating  revision  and 
replacement  of  the  lower  segment.  It  is  apparent 
statistically,  that  any  catheter  lying  above  the  T4 
body  is  more  apt  to  malfunction  than  rvere  it  below 
this  land  mark.  Therefore  it  seems  advantageous 
to  advise  elective  revision  of  the  shunt  apparatus 


before  a malfunction  occixrs.  (Figure  2)  Recanal- 
ization of  venous  pathways  and  repeated  use  of  the 
same  neck  vein  are  the  immediate  benefits  of  this 
approach.  Further  as  an  elective  procedure,  the 
stormy  events  often  associated  with  an  acute  block- 
age of  the  system,  or  a child  dehydrated  by  vomit- 
ing secondary  to  an  acute  increase  in  intracranial 
pressure  have  been  avoided.  The  brain  substance 
has  not  been  dealt  an  additional  insult.  The  con- 
cept of  elective  revision  is  new,  and  most  acceptable 
to  parent  and  surgeon  alike.  It  may  indeed  be  the 
answer  to  the  acute  malfunction  so  commonly  seen 
with  young,  rapidly-growing  infants.  The  recent 
introduction  of  ventriculo-sagittal  shunts,  may  an- 
swer as  well,  the  problem  of  growth  in  the  young 
infant. Spontaneous  arrest  of  hydrocephalus  does 
not  occur  with  significant  frequency,  once  a shunt 
has  been  established.^^  Hence,  the  continuing  need 
for  a diverting  mechanism. 

Infection  in  the  face  of  an  intravascular  foreign 
body  can  be  a profound  complication.  Bacteremia 
secoiulary  to  any  cause  may  be  the  etiologic  agent 
for  vegetative  growth  at  the  tip  of  the  venous  cathe- 


Figure  II 


a)  Pre-operative  ventriculogram  demonstrating  large  sym- 
metrically diluted  system. 


b)  Ventriculogram  17  months  later  at  time  of  revision  of 
shunt.  Note  increase  in  so  called  “cortical  mantle.” 
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ter  with  subsequent  continued  seeding  of  the  blood 
stream,  and  peripheral  embolic  phenomena.  When 
this  occurs,  immediate  removal  of  the  vascular  por- 
tion of  the  shunt  is  mandatory.  For  this  reason  we 
believe  all  patients  with  shunts  should  be  on  pro- 
phylactic antibiotics  during  times  of  acute  illness, 
ear  infections,  tooth  extractions,  or  purulent  erup- 
tions anywhere  on  the  body. 

Other  complications  with  this  system  include 
aseptic  pulmonary  emboli  secondary  to  clot  forma- 
tion at  the  end  of  the  venous  tube,  disruption  of 
connections  with  loss  of  the  tubing,  thrombosis  of 
the  superior  vena  cava,  and  even  cardiac  perfora- 
tion. Although  these  complications  do  occur,  they 
are  relatively  uncommon. 

Summary 

A general  review  of  the  history,  physiology,  and 
surgical  approaches  to  hydrocephalus  has  been  pre- 
sented. It  is  our  hrm  belief  that  no  patient  with 
sidjstantiated  hydrocephalus  should  be  denied  the 
placement  of  a ventriculo-atrial  shunt,  even  if 
placed  only  for  nursing  convenience.  Although 
spontaneous  arrest  of  hydrocephalus  occurs,  it  must 
rigidly  adhere  to  a set  of  strict  criteria  which 
evaluates  function  as  well  as  head  size.  Finally,  we 
are  advocating  a philosophy  of  elective  revision  in 
the  rapidly  growing  infant,  prior  to  a malfunction 
of  the  mechanical  system.  'Fhe  complications  of 
shunting  procedures  are  reviewed. 
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The  Impact  Of  Alcoholism  On  A Psychiatric  Clinic 

Thomas  R.  Kearney,  M.D.,  Donald  G.  Murphy,  Ph.D.,  and 

Georgia  C.  Cassimatis,  A.C.S.W. 


■ A random  scrutiny  of  admissions  to  the  Clinic 
for  the  month  of  May,  1965  revealed  a significant 
number  of  patients  who  either  had  problems  with 
alcohol  themselves  or  whose  emotional  difficulties 
were  in  large  measure  related  to  alcoholism  within 
their  own  family  constellation. 

The  population  served  by  the  hospital  and  its 
clinic  is  approximately  200,000  jreople,  living  in  an 
industrial  city  and  in  surrounding  towns;  most  of 
these  are  suburban  in  character  and  many  of  the 
residents  commute  daily  to  New  York.  The  popu- 
lation comprises  all  social  classes  and  all  levels  of 
education  and  attainment.  Because  of  the  require- 
ments of  the  clinic  most  of  the  patients  do  not 
come  from  affluent  homes,  although  a substantial 
number  of  middle-class  and  upper-middle-class 
patients  are  treated  because  their  economic  circum- 
stances have  altered  for  the  worse  due  to  loss  of 
employment,  prolonged  illness  in  the  family  or 
divorce  with  the  necessity  for  maintaining  two  or 
more  families  in  separate  establishments. 

It  is,  of  course,  difficult  if  not  impossible  to  assess 
the  number  of  patients  in  any  given  community 
who  are  suffering  from  alcoholism.  Indirect  methods 
have  been  usecfii’^  such  as  the  arrest  rates  for 
drunkenness.^  Nolan^  in  a recent  report  from  Grace 
New  Haven  Hospital  found  that  13.8  per  cent  of 
900  patients  admitted  to  medical  wards  were 
afflicted  with  alcoholism.  Estimates  are  put  out  by 
the  National  Council  on  Alcoholism  suggesting 
that  there  are  some  six  and  a half  million  people 
with  the  illness  in  the  United  States.  As  is  the  case 
with  suicide,  however,  its  real  incidence  remains  as 
yet  unknown. 

It  is  the  purpose  of  this  paper  to  document  the 
fact  that,  in  the  community  served,  a striking  pro- 
portion of  the  patients  are  either  themselves  alco- 
holic or  are  closely  related  to  an  alcoholic. 

In  May  1965,  117  patients  were  seen  at  the  Psy- 
chiatric Clinic.  19  patients  (16  per  cent)  were  suf- 
fering from  alcoholism  for  which  they  were  seeking 
assistance.  25  patients  (21  per  cent)  were  seen  who 
ostensibly  sought  help  for  themselves  for  reasons 
unconnected  with  alcohol,  but  were  found  subse- 
quently to  have  either  a spouse  or  a significant  rela- 
itve  whose  drinking  was  disturbing  their  emotional 
equilibrium. 

Of  the  19  alcoholic  patients,  9 were  seen  during 
the  month  in  a special  group  therapy  program  for 


patients  who  had  failed  to  respond  to  any  other 
conventional  approach,  including  A. A.  The  re- 
maining 10  patients  with  alcoholism  were  seen  by 
other  staff  members  in  either  individual  or  group 
therapy.  Six  of  them  have  remained  sober  for  at 
least  six  months  at  the  time  of  writing.  One  has 
been  sober  and  in  A. A.  for  three  years. 

Of  the  25  non-alcoholic  patients  presenting  with 
personal  problems,  it  was  found  that  15  had  alco- 
holic fathers;  9 had  alcoholic  mothers;  2 had  an 
alcoholic  sibling;  2 an  alcoholic  uncle  and  7 had 
alcoholic  husbands.  5 patients  were  found  in  whom 
both  parents  were  alcoholics.  It  should  also  be 
noted  that  one  third  of  the  patients  seen  during 
May  1965  were  aged  between  16  and  19,  in  whom 
the  incidence  of  alcoholism  must  be  presumed  low. 

When  one  considers  also  that  there  are  a number 
of  other  resources  available  in  the  county,  includ- 
ing two  centers  of  the  Fairfield  County  Council  on 
Alcoholism  at  Westport  and  Stamford,  and  two 
clinics  especially  devoted  to  the  treatment  of  alco- 
holic addiction  and  sponsored  by  the  State  Depart- 
ment of  Mental  Hygiene  at  Bridgeport  and  Stam- 
ford, one  may  find  it  surprising  that  some  37  per 
cent  of  the  patients  seen  in  what  is  essentially  an 
all-purpose  type  of  Psychiatric  Clinic  have  alcohol- 
ism as  one  of  the  central  features  of  their  problem. 

The  following  case  histories  may  give  some  ex- 
amples of  the  type  of  problem  seen. 

T.W.  This  20  year  old  girl  was  referred  to  the  clinic  by 
her  family  doctor.  She  com23lained  of  depression  with  in- 
tense fear  of  the  dark  and  of  the  onset  of  night.  She  was 
particularly  fearful  of  being  left  alone  in  the  house.  She  is 
the  second  eldest  of  a family  of  eleven  children  and  her 
father  coidd  be  described  as  one  of  the  town  drunks.  Dur- 
ing her  adolescent  years  she  never  saw  him  sober  in  the 
evening.  He  was  frequently  jrhysically  abusive  to  her  and 
her  siblings.  He  also  made  incestuous  advances  to  her  and 
her  sisters.  At  the  age  of  18  she  began  to  act  out  sexually, 
became  pregnant  and  had  an  illegitimate  child.  Her  be- 
havior could  well  be  understood  on  the  basis  of  her  father’s 
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actions  as  could  her  fear  of  night— the  time  when  she  and 
her  sisters  were  exposed  to  her  father’s  violence  and 
sexuality. 

U.C.  1 his  54  year  old  lady  has  been  a patient  of  the 
clinic  for  some  four  years.  .She  is  chronically  depressed,  has 
heeti  taking  N’ardil  15  mgms.  t.i.d.  on  and  off  for  this  time 
hut  she  continues  to  work  as  a bookkeeper.  Her  husband  is 
a retired  sea  captain  who  is  seldom  if  ever  .sober.  She  is 
realistically  concerned  about  his  health.  He  falls  down 
drunk  and  injures  himself,  suffers  from  emphysema  and 
chronic  bronchitis  and  is  in  borderline  cardiac  failure  most 
of  the  time.  She  remains  attached  to  him  however  and  is 
unable  to  envision  any  kind  of  life  without  him.  She  is 
cpiite  unable  to  express  any  anger  about  his  drinking. 

D.H.  rids  22  year  old  girl  is  simple  and  has  spent  most 
of  her  life  withdrawing  from  people.  She  has  great  difficulty 
in  holding  jobs.  Both  her  jjarents  are  alcoholics.  There  is  a 
good  deal  of  violence  at  home.  Her  mother  has  been  re- 
peatedly admitted  to  the  State  Hospital  for  alcoholism  and 
for  attempted  suicide.  I'his  girl  is  greatly  inhibited  in  her 
ability  to  make  any  kind  of  relationship  with  others.  The 
greatest  advancement  made  with  her  over  a period  of  years 
has  been  to  get  her  to  move  out  of  the  home,  take  a small 
a]>artmcnt  by  herself  and  get  to  work.  She  will  probably  re- 
cpiire  help  for  much  of  the  rest  of  her  life. 

F.K.  This  attractive  31)  year  old  woman  presented  with 
symjrtoms  of  depression  and  considerable  anxiety.  Much  in- 
(piiiy  was  required  to  elicit  the  fact  that  her  husband  was 
at  this  time  serving  a setitence  in  jail  for  breaking  her  ribs 
when  drunk.  He  had  been  chinking  heavily  for  many  years 
and  she  was  cpiite  unable  to  deal  with  him.  She  had  in  fact 
lied  considerably  to  the  probation  officer  and  the  judge  in 
an  attempt  to  cover  up  for  him.  When  he  became  involved 
with  another  woman  she  disclosed  the  true  facts  concerning 
his  behavior  and  this  was  responsilile  for  his  being  incarcer- 
ated. .Vt  the  time  she  came  for  help  she  was  expecting  him 
to  be  discharged  from  the  prison  after  serving  six  months. 
She  was  totally  unable  to  take  any  stand  with  bim  or  to 
plan  for  her  future.  She  was  tried  in  group  therapy  and 
seemed  to  respond  quite  well  for  a while;  when  she  revealed 
her  domestic  situation,  however,  a number  of  the  group 
members  attempted  to  encourage  her  to  be  firmer.  She  was 


cpiite  unable  to  tolerate  this  and  after  three  months  broke 
off  treatment. 

}.D.  This  young  man  has  a brilliant  academic  record  at 
his  university.  His  father  is  a semi-skilled  worker  and  has 
been  alcoholic  for  many  years,  although  he  continues  to  go 
to  his  job.  .\s  a result  of  his  father’s  absence  and  frecpient 
drunkenness  this  young  man  has  come  very  much  under  the 
sway  of  a frustrated  and  demanding  mother  and  under- 
standably has  a faulty  psycho-sexual  identification  with  a 
great  deal  of  anxiety  and  depression  concerning  his  homo- 
sexual feelings,  fie  has  responded  reasonably  well  to  psycho- 
therapy and  at  present  is  being  encouraged  to  go  to  gradu- 
ate school  and  move  out  of  his  parent’s  home. 

It  is  not  believed  that  this  finding  repre.sents  a state  of 
affairs  which  is  exceptional  in  this  country.  The  greatest 
single  problem  in  the  treatment  of  alcoholism  has  to  do 
with  its  detection;  since  the  illness  may  flourish  unsecti  for 
many  years  it  is  often  difficult  to  gauge  its  impact  on  the 
patient  himself,  or  upon  those  around  him.  On  the  basis  of 
the  information  presented  it  might  seem  useful  if  those 
responsible  for  the  treatment  of  any  psychiatric  disturbance 
were  to  make  ililigent  incpiiry  of  the  patient,  arid  of  an 
appropriate  relative,  concerning  chinking  problems  in  the 
presenting  individual  and  in  the  family  background. 

Summary 

During  May  1965  at  the  Psychiatric  Out-Patient 
Clinic  of  Norwalk  General  Hospital,  117  patients 
were  seen.  19  patients  (16  per  cent)  were  suffering 
from  alcoholism  and  25  patients  (21  per  cent)  had 
either  an  alcoholic  spouse  or  relative  who  was  the 
cause  of  their  distress.  A total  of  44  patients  (37 
per  cent)  were  seen  during  the  month  whose  emo- 
tional problems  stemmed  either  from  alcoholism  in 
themselves  or  in  a close  relative. 
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Arm  Swelling  Due  To  Venous  Obstruction 


■ Venous  obstruction  causing  arm  swelling  is  not 
rare  and  may  present  in  several  forms.  Residual 
symptoms  are  reported  in  many  cases,  and  indicate 
that  treatment  must  be  carefully  related  to  the 
circumstances  of  the  individual  patient’s  problem. 
The  cases  reported  here  represent  various  ways  in 
which  this  condition  can  present  and  will  intro- 
duce a discussion  of  etiology,  management  and 
prognosis. 

Cases  In  Which  Exertion  Or 
Trauma  Occurred 

Case  #7.  Twenty-one-year-old  right-handed  male  pre- 
inedical  student  noted  sore  arm  during  spring  baseball  prac- 
tice. After  10  days  of  symptoms  sudden  swelling  and  cyanosis 
af  the  right  hand  and  arm  occurred.  Treatment  within  two 
lours  with  heparin,  Dicumarol  and  elevation  was  instituted 
with  progressive  relief  of  symptoms.  Venous  pressure  6 years 
later  is  normal.  Venous  collateral  pattern  is  not  prominent. 
All  activities  are  well  tolerated. 

Case  Forty-year-old  right-handed  law  school  profes- 

jor  and  active  tennis  enthusiast,  noted  symptoms  of  stiffness 
ind  swelling  in  the  right  arm  during  a long  trip  on  which 
he  carried  a heavy  briefcase.  Heparin  and  Dicumarol  were 
begun  one  week  after  the  onset  of  symptoms,  and  the  ex- 
tremity elevated.  Symptoms  improved  but  recurred  about 
six  months  later,  requiring  a second  course  of  Dicumarol, 
with  improvement  again  noted.  Minor  residual  symptoms 
ive  years  later. 

Case  Twenty-two-year-old  right-handed  male  gradu- 

ate student  noted  aching  and  swelling  of  the  right  arm 
after  swimming  20  laps  in  the  pool.  After  a delay  of  at 
east  a week,  he  was  seen  elsewhere,  a venogram  performed 
demonstrating  subclavian  vein  thrombosis,  and  physiotherapy 
begun.  He  declined  hospitalization.  A month  later  prominent 
venous  pattern  over  the  pectoral  area  and  3-centimeter 
asymmetry  of  arm  circumference  persisted  in  spite  of  remis- 
sion of  symptoms.  Shoulder  girdle  exercises  were  begun.  Two 
years  later  strenuous  activity  will  still  produce  congestion  of 
the  arm  and  discomfort. 

Case  jj:4-  Twenty-eight-year-old  right-handed  male  physi- 
cian developed  tenderness  and  redness  along  the  course  of 
the  superficial  veins  of  the  left  forearm  and  arm  after  three 
weekends  of  strenuous  work  v'ith  a heavy  wheelbarrow, 
pouring  a cement  walk.  All  symptoms  subsided  completely 
during  elevation  and  therapy  with  Dicumarol.  No  residual 
symptoms  four  years  later. 

Case  Forty-five-year-old  left-handed  female  church 

office  worker,  noted  for  three  months  gradually  increasing 
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swelling  and  tiring  in  the  left  hand  and  arm.  Examination 
revealed  the  circumference  of  the  left  hand  and  forearm  to 
be  greater  than  the  right,  and  prominent  pectoral  collateral 
vessels.  Subclavian  vein  occlusion  with  a profuse  collateral 
pattern  was  demonstrated  by  venogram.  Dicumarol  was 
given  with  partial  improvement.  Symptoms  recurred  when- 
ever the  prothrombin  time  returned  towards  normal.  Re- 
peat venogram  showed  no  change  in  the  vascular  pattern. 
Muscle  strengthening  exercise  for  the  shoulder  girdle  did 
not  ameliorate  the  symptoms.  Anticoagulants  continued  for 
nine  months  with  incomplete  resolution  of  symptoms.  Oper- 
ation was  undertaken  to  enlarge  the  thoracic  inlet,  including 
division  of  left  anterior  scalene  muscle,  excision  to  the 
subclavius  muscle  and  a portion  of  the  first  rib.  Gradual 
improvement  occurred  in  the  two  years  since  operation. 
There  have  been  no  further  episodes  of  increased  swelling. 
Slight  increase  in  collateral  venous  pattern  and  arm  circum- 
ferences, and  some  limitation  of  active  use  of  the  arm,  per- 
sist three  years  postoperative. 

Case  ffS-  Twenty-nine-year-old  male  engineer,  noted  pain 
in  the  left  tqrper  arm  after  clearing  stumps  from  a field. 
Two  weeks  later,  range  of  motion  became  limited,  soreness 
increased,  an  area  of  redness  w^as  noted,  followed  by  a fever 
and  chest  pain.  On  admission  to  the  hospital,  thrombosis  of 
the  brachial  cephalic  and  axillary  veins  was  noted,  venous 
pressure  in  the  left  arm  was  twice  that  in  the  right  arm, 
and  there  was  X-ray  evidence  of  multiple  pulmonary  in- 
farcts with  cavitation.  Hemoptysis  occurred  after  admission 
to  the  hospital,  and  dyspnea  increased  in  spite  of  heparin 
therapy.  Blood  cultures  were  positive  for  hemolytic  .Staphy- 
lococcus aureus.  Ligation  of  the  left  subclavian  vein  was 
performed  three  days  after  admission  to  the  hospital. 
Staphcillin  tvas  given  and  symptoms  resolved  slowly.  Search 
for  primary  site  of  infection  revealed  only  a questionable 
radiolucency  of  cortex  of  humerus,  raising  the  possibility 
of  osteomyelitis.  Six  weeks  later,  pain  and  local  heat  re- 
curred, and  incision  and  drainage  revealed  osteomyelitis. 
Nine  months  later  sequestrectomy  was  performed.  No  evi- 
dence of  venous  insufficiency  remained. 

Case  Nineteen-year-old  female  office  worker  was  in- 

volved in  a motor  vehicle  accident  with  whiplash  injury  of 
the  neck.  After  two  weeks,  swelling  of  the  left  arm  and 
cyanosis  of  the  extremitv  were  noted.  X-rays  revealed  cervi- 
cal ribs,  and  two  months  after  the  injury  anterior  scalene 
muscle  section  was  performed  without  relief  of  the  symp- 
toms. Venogram  performed  revealed  no  collateralization, 
margin  of  the  first  rib  to  the  medial  aspect  of  the  cervical 
margin  of  the  first  rib,  to  the  medial  aspect  of  the  cervical 
rib.  No  change  in  symptoms  followed  a period  of  muscle 
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strengthening  exercise.  Reoperation  with  excision  of  the 
first  rih  and  a cartilagenous  extension  of  the  cervical  rib 
relieved  all  syni])toins,  and  the  venous  pressure,  which  had 
been  elevated  with  the  arm  in  certain  positions,  decreased 
to  normal. 

Cases  With  No  Exertion 

Case  Fifty-seven-year-old  female  had  radical  mast- 

ectomy for  cardnoma.  Osseous  metastasis  observed  two  years 
later  and  castration  X-ray  given.  Fldema  of  left  leg  noted 
214  years  later,  and  six  months  before  admission  for  hypo- 
physectomv  which  was  considered  necessary  because  of  un- 
controlled further  metastases.  Recovery  from  anesthesia  was 
incomplete  and  massive  swelling  from  venous  obstruction  of 
the  right  subclavian  vein  and  right  ileofemoral  veins  was 
noted  in  the  immediate  post-anesthesia  period.  F.xpircd 
without  treatment  two  days  postoperatively. 

Case  Fifty-six-year-old  male  incurred  at  different 

times  femoral  venous  thrombosis  and  thrombosis  of  first  one 
and  then  the  other  subclavian  vein.  Scalene  node  biopsy 
performed  because  of  the  presence  of  a hylar  mass  revealed 
undilferentiated  carcinoma.  ,4rm  vein  thrombosis  occurred 
in  spite  of  Coumadin  therapy  and  was  treated  by  Throm- 
bolysiii  (Merck),  heparin  and  Persantin.  Swelling  decreased 
on  this  program  but  pulmonary  infdtrates  appeared  suggest- 
ing probable  pulmonary  embolism.  Convalescence  was 
stormy.  Followup  revealed  progressive  cachexia,  although 
swelling  of  arms  was  minimal.  Death  occurred  four  months 
later. 

Case  #3“-  Fifty -three-year-old  male  office  worker  noted 
swelling  of  the  side  of  the  neck  and  shoulder.  Incomplete 
resolution  following  Acta.se  therapy  elsewhere.  Heparin  and 
long-term  oral  anticoagulants  were  given  with  near  complete 
resolution,  .\ngiogram  revealed  some  extrinsic  pressure  dis- 
[dacing  the  subclavian  vein,  with  radiopaque  shadow  in  the 
upper  mediastinum.  Chest  X-ray  was  otherwise  negative,  but 
three  years  later  pain  in  the  upper  anterior  chest  on  cough- 
ing occurred  and  X-ray  revealed  diagnosis  of  carcinoma  of 
the  lung.  Venogram  revealed  obstruction  of  the  innominate 
vein,  with  flow  to  the  opposite  side,  nonfdling  of  an  apical 
branch  of  the  pulmonary  artery.  Biopsy  at  the  time  of 
thoracotomy  revealed  poorly  differentiated  carcinoma. 
Pneumonectomy  was  performed  with  extra-pleural  dissec- 
tion, Cerebral  metastases  occurred  two  years  postoperatively 
and  the  patient  died  shortly  afterwards. 

Case  #4<^-  Fifty-four-ycar-old  male  treated  for  four  years 
with  hormone  therapy  for  prostatic  cancer.  Mesenteric  in- 
farction required  hospitalization  and  bowel  resection. 
Cephalic  vein  cutdown  in  the  left  upper  extremity  was  per- 
formed preoperatively.  Eight  days  later  progressive  swelling 
of  the  hand  and  arm  was  noted.  Fhrombolysin  (Merck)  was 
given,  followed  by  heparin,  with  resolution  of  the  swelling 
and  return  of  arm  circumferences  to  normal.  Ten  days  later 
thrombophlebitis  of  one  lower  extremity  occurred,  d’he  pa- 
tient is  now  maintained  on  Coumadin.  .Short-term  followup 
reveals  no  arm  svnqrtoms. 

Case  Eleven-year-old  male  sustained  high-voltage 

electrical  burns  of  the  left  hand  and  upper  extremity,  with 
arcing  burns  of  antecubital,  axillary,  neck  and  heel  areas. 
Immediate  post-burn  swelling  of  antebrachium  proceeded  to 


involve  entire  upper  extremity  with  prominent  venous  col- 
lateral over  the  pectoral  area.  For  presumed  axillary  vein 
thrombosis,  heparin  therapy  50  mg  i.v.  every  four  hours 
was  begun  two  days  after  wounding.  Swelling  decreased 
progressively  thereafter.  Venous  thrombosis  was  noted  at 
subsecpient  debridement  and  reconstructive  operations  which 
were  performed  without  any  complication  due  to  venous 
insufliciency. 

Case  Sixteen-year-old  male  sustained  buzz  saw  in- 

jury across  palm  of  left  hand.  Primary  nerve  and  tendon  re- 
pair rctpiired  application  of  pneumatic  tourniquet  twice, 
totaling  3)4  hours.  Rapid  increase  in  swelling  of  entire  ex- 
tremity occurred  on  4th  postoperative  day,  with  prominent 
venous  collateral  pattern.  Iherapy  begun  with  heparin  and 
librinolysin  (1  hrombolysin,  Merck)  , 8 ampules  given 

during  a forty-minute  period.  Euglobulin  clot  lysis  times 
and  released  radioactivity  from  Ii2S-labeled  human  plasma 
assay  dotsi  confirmed  that  a thrombolytic  state  had  been 
induced.  Progressive  decrease  in  swelling  was  observed  and 
at  discharge  aim  circumference  measurements  were  equal. 
Coumadin  was  given  for  one  month.  No  evidence  of  venous 
obstruction  is  evident  at  followup  examination. 

Discussion 

T he  etiology  of  swelling  from  venous  obstruc- 
tion in  the  arm  is  often  apparent  at  the  time  of 
initial  examination.  A history  of  effort  or  unusual 
exertion  was  present  in  one-half  of  the  cases  re- 
ported here,  and  when  this  history  is  obtained  it 
serves  ttz  separate  the  cases  into  one  of  tw'O  groups. 
Although  initial  treatment  is  similar  in  both,  the 
prognosis  is  somewhat  related  to  etiology  and  there- 
fore it  is  of  practical  importance  to  determine 
whether  extrinsic  pressure  on  the  vein  at  the 
thoracic  inlet  is  a factor.  In  general,  vein  obstruc- 
tion from  extrinsic  pressure  is  much  less  likely  to 
present  the  risk  of  pulmonary  embolism.  This  can 
be  understood,  if  one  considers  the  fact  that  if  ex- 
trinsic pressure  causes  subclavian  vein  thrombosis, 
periphlebitis  is  likely  to  result  in  secure  fixation  of 
the  thrombus  within  the  vein.  Furthermore,  nar- 
rowing of  the  vein  amounts,  for  all  practical  pur- 
poses, to  partial  ligation  of  the  vein.  Under  these 
circumstances,  embolism  is  unlikely,  but  the  col- 
lateral venous  drainage  may  not  be  adequate  to 
obviate  later  edema  and  persistent  symptoms. 
When  subclavian  vein  thrombosis  is  not  due  to  ex- 
trinsic pressure  at  the  thoracic  inlet,  emboli.sm  is 
definitely  more  of  a hazard.  Pulmonary  embolism 
was  noted  in  42  per  cent  of  Loring’s  collected  series 
of  cases  having  congestive  heart  failure.^  Vein  liga- 
tion is  clearly  indicated  when  suppurative  throm- 
bophlebitis is  present  in  the  extremity,  as  in  Case 
#6.  Though  this  is  an  uncommon  situation,  it  may 
be  noted  that  the  first  clinical  description  of  throm- 
bophlebitis by  Hunter,  and  the  concept  of  vein  in- 
terruption postidated  by  him  (in  the  form  of  ex- 
trinsic pressure),  rvere  related  to  such  a case.^  The 
widespread  current  practice  of  using  polyethylene 
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tubing  for  intravenous  therapy  by  cutdown  and 
intracatheter  techniques  presents  some  risk  of  sup- 
purative thrombophlebitis.  Careful  skin  prepara- 
tion and  the  prophylactic  use  of  topical  antibiotics 
appear  to  be  justifiable  precautions.^’^ 

\'ein  ligation  may  be  indicated  following  pul- 
monary embolism  if  the  embolus  occurred  in  spite 
of  adequate  anticoagulant  therapy.  When  thrombo- 
phlebitis in  more  than  one  area  is  present,  as  in 
the  case  #2a,  it  may  not  be  obvious  which  venous 
pathway  to  interrupt,  however.  In  this  situation 
anticoagulant  therapy  must  be  continued,  whether 
or  not  vein  ligation  is  done. 

Under  any  other  circumstances  than  suppurative 
thrombophlebitis,  anticoagulant  therapy  should  be 
instituted  as  soon  as  the  diagnosis  is  apparent.  If 
the  interval  since  the  onset  of  symptoms  is  less  than 
48  hours,  thrombolytic  agents  can  be  considered.  A 
full  discussion  of  the  effectiveness  of  this  modality 
is  beyond  the  scope  of  this  paper,  but  with  effective 
agents  and  proper  laboratory  control,  the  treatment 
seems  logical.  Current  literature  is  available  which 
describes  the  present  status  of  treatment  with 
thrombolytic  agents.® 

Adequate  anticoagulant  therapy  consists  of  in- 
travenous heparin  given  at  intervals.  Fifty  milli- 
grams every  4 hours  is  preferred,  though  in  a given 
case  lack  of  response  to  therapy  may  indicate  that 
larger  doses  should  be  used.  The  dose  in  these  cases 
should  be  individualized,  as  Thomas  has  recently 
reemphasized.''’  At  the  same  time,  the  arm  should 
be  elevated  to  decrease  swelling  and  increase  the 
speed  of  flow  in  venous  collaterals.  Serial  measure- 
ment of  the  venous  pressure  and  of  limb  circum- 
ferences at  several  points  should  be  made  to  pro- 
vide an  index  of  the  effectiveness  of  treatment  and 
the  adequacy  of  collateral  veins.  Venous  pressure 
during  and  after  exercise,  such  as  fist-clenching, 
provides  a further  test  of  the  adequacy  of  collater- 
als. Satisfactory  response  to  initial  treatment  with 
anticoagulants  (and  possibly  thrombolytic  agents) 
should  be  apparent  in  the  first  few  clays.  If  the  pro- 
cess fails  to  resolve  or  the  diagnosis  is  unclear, 
venography  is  indicated.  Serial  venograms  may  be 
used  to  follow  the  progress  of  treatment. 

Operation  to  enlarge  the  thoracic  inlet  should 
be  considered  if  swelling  does  not  resolve  progres- 
sively. Ofston  and  Merendino  have  reported  that 
operation  will  relieve  swelling.®  The  decision  con- 
cerning operation  should  not  be  long  delayed  if  the 
process  is  of  recent  onset.  In  Case  #5,  over  7 
months  had  passed  before  operation  was  under- 
taken. At  operation,  narrow  segment  of  fibrotic  and 
recannalized  subclavian  vein  was  found  which  did 
not  expand  when  the  thoracic  inlet  was  enlarged 
by  dividing  the  anterior  scalene  muscle  and  re- 
moving the  subclavius  muscle  and  a part  of  the  first 


rib.  Continued  gradual  improvement  since  opera- 
tion is  as  likely  due  to  continued  improvement  in 
collateral  circulation  as  to  the  procedure,  in  this 
case.  A better  result  might  have  occurred  if  decision 
to  operate  could  have  been  made  earlier  in  the 
course  of  the  disase.  An  immediately  good  result 
was  observed  in  Case  #7,  postoperatively,  which 
may  be  attributed  to  the  fact  that  thrombosis  of 
the  subclavian  vein  had  not  yet  occurred.  In  this 
case  scalene  muscle  section  alone  was  not  adequate 
to  enlarge  the  inlet  space. 

If  the  result  of  early  treatment  is  satisfactory, 
certain  further  measures  are  indicated.  Oral  anti- 
coagulants appear  to  be  indicated  for  a month  or 
more  to  prevent  extension  of  thrombosis  in  the 
essential  collateral  vessels.  Two  of  our  cases,  #2 
and  #5,  had  several  courses  of  prothrombinopenic 
drugs  which  were  begun  in  each  instance  because  of 
recurrent  symptoms  consisting  of  swelling  of  the 
arm  and  a feeling  of  stiffness.  These  symptoms 
ameliorated  when  the  prothrombin  time  was  de- 
pressed. The  reason  for  this  improvement  is  not 
entirely  clear,  because  serial  venograms  did  not 
demonstrate  that  there  was  new  thrombosis  in  col- 
lateral veins.  Nevertheless,  the  impression  is  gained 
that  residual  symptoms  of  venous  obstruction  seem 
to  respond  to  additional  therapy  with  Coumadin, 
and  in  general,  cases  given  Coumadin  for  a month 
or  longer  as  part  of  the  initial  therapy  had  the 
fewest  residual  symptoms. 

Muscular  exercises  prescribed  have  the  purpose 
of  altering  posture  from  depression  of  the  shoulder 
girdle  to  elevation  and  protraction.  The  exercise 
is  carried  out  from  a position  of  mid-elevation  of 
the  shotdder  girdle.  From  this  position,  weights  are 
lifted  to  strengthen  the  muscles  elevating  the 
shoulder  a:irdle.  The  exercise  is  not  carried  out  in 
the  lower  half  of  the  range  of  shoulder  girdle  mo- 
tion. 

Residual  symptoms  in  cases  where  effort  or  exer- 
tion have  not  been  noted  in  the  history  are  pre- 
sumed to  be  due  to  extensive  obliteration  of  the 
major  venous  and  collateral  pathways.  In  such  cases 
it  is  more  difficult  to  predict  that  operation  to  en- 
large the  thoracic  inlet  will  relieve  the  symptoms. 
Physical  measures  for  managing  chronic  venous  in- 
sufficiency are  appropriate,  including  elevation  of 
the  extremity  at  night,  physical  therapy,  moderate 
limitation  of  the  use  of  the  extremity  to  the  extent 
that  lara;e  demands  for  arterial  inflow  related  to 
intermittent  vigorous  exertion  are  avoided,  and 
external  compression  may  be  applied  if  symptoms 
warrant.  Swelling  rarely  leads  to  skin  complications 
in  the  upper  extremity  because  the  venous  pressure 
is  never  as  high  as  when  venous  insufficiency  occurs 
in  the  lower  extermities,  but  it  may  be  unsightly 
and  it  may  interfere  with  work.  In  none  of  the  cases 
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reported  here  did  swelling  re(juire  compression  by 
elastic  garments  or  pneumatic  devices.* 

V'enous  thrombosis  occasionally,  tlumgh  rarely, 
presents  as  the  first  evidence  of  an  (Otherwise  un- 
suspected neoplasm.  One  such  ca.se,  #3a,  was  noted 
here,  and  in  another,  #2a,  bilateral  arm  vein 
thrombosis  occurred.  Local  factcjrs  may  influence 
the  site  of  venous  thrombosis  in  these  and  other 
cases.  Arm  vein  tlirombosis  occurred  after  scalene 
node  biopsy  in  Case  #2a  and  has  been  reported  by 
others.®  Cephalic  vein  cutdown  in  Case  #4a  prob- 
ably influenced  the  site  of  thrombosis  in  this  patient 
who  had  disseminated  cancer  and  venous  throm- 
bosis elsewhere.  Position  of  the  arm  at  the  time  of 
surgery  and  the  use  of  the  pneumatic  tourniejuet 
coidd  be  implicated  in  Case  #6a.  High-voltage 
electric  burns  may  be  followed  by  vascular  compli- 
cations because  blood  vessels  are  the  best  con- 
ductor in  the  electrified  extremity.'® 

Limited  experience  with  tests  performed  on  the 
blood  to  detect  a “hypercoagulable”  state"  indicate 
that  when  a history  of  effort  is  elicited  the  test  re- 
sults are  normal.  In  some  cases  in  which  there  is 
no  history  of  effort  the  tests  have  indicated  a throm- 
botic tendency  in  the  blood.  This  has  been  noted 
especially  in  the  presence  of  cancer. 

Summary 

Swelling  due  to  arm  vein  obstruction  presents  a 
problem  in  diagnosis  because  it  is  uncommon,  but 
should  be  easily  recognized  from  pronounced 
venous  collateral  pattern,  arm  measurements,  and 
elevated  venous  }jressure,  and  is  confirmed  by 
venography.  A history  of  effort  or  exertion  tends  to 
classify  the  individual  case  as  being  primarily  re- 
lated to  extrinsic  pressure  at  the  level  of  the  first 

* KxcclleiU  equipment  of  this  type  is  manufactured  by 
tlic  Johst  Company  of  Toledo,  Ohio,  from  patterns  and  to 
degrees  of  compression  prescribed  by  the  physician, 
ril).  In  this  circumstance,  pulmonary  embolism  is 


virtually  unknown,  but  residual  symptoms  may  be 
troublesome  if  treatment  is  delayed.  Anticoagulants 
are  advisable,  thrombolytic  agents  if  the  process  is 
recent,  and  operation  should  be  undertaken  if  symp- 
toms do  not  subside  promptly.  If  no  history  of 
effort  is  elicited,  the  process  is  more  likely  to  be  re- 
lated to  a thrombotic  diathesis,  such  as  may  be  as- 
sociated with  cancer  or  heart  failure.  Pulmonary 
embolism  is  a definite  possibility,  but  treatment 
with  anticoagulants  and  thrombolytic  agents,  if  ap- 
plicable, may  yield  a good  result. 
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Insulin  Antagonism,  Resistance,  And  Inactivity 


■ The  biological  effectiveness  of  a given  amount  of 
insulin,  whether  exogenous  or  endogenous,  may  be 
altered  by  many  processes  which  operate  at  tissue 
enzyme,  cellular,  and  plasma  levels.  Much  has  been 
done  to  elucidate  the  nature  of  these  processes  in 
recent  years,  and  many  speculations  have  been  made 
as  to  the  clinical  importance  of  each  process  fol- 
lowing its  discovery.  It  has  become  increasingly  evi- 
dent that  more  work  needs  to  be  done  before  a 
valid  assessment  can  be  made  of  the  relative  im- 
portance of  the  various  mechanisms  now  known  to 
exist,  and  this  paper  will  stress  the  nature,  rather 
than  the  clinical  importance,  of  the  processes  lead- 
ing to  altered  biological  effectiveness  of  insulin. 

Enzymatic  Processes 

One  of  the  first  processes  to  be  publicized  was  the 
degradation  of  insulin  by  insulinase.  Insulinase  was 
first  isolated  in  1949  by  Mirsky  and  Broh-Kahni’^ 
from  rat  liver.  It  is  a proteolytic  enyzme^'S  and  is 
extremely  potent.  Rat  liver  insulinase  can  degrade 
0.5  units  of  insulin/gm./min.®’'^.  The  role  of  in- 
sulinase has  not  been  fully  elucidated.  It  may  be 
involved  in  normal  regulation  of  insulin  activity®’^, 
but  speculation  about  possible  alterations  in  its 
activity  in  diabetes  mellitus  are  tenuous  at  best,  as 
studies  with  1-131  insulin  have  shown  it  to  have  a 
normal  half-life  in  diabetics^*^. 

Another  enzymatic  process  that  causes  the  de- 
gradation of  insulin  was  described  in  1958  by 
Tomizawa  and  Halsey^^.  They  isolated  a second 
enzyme  from  beef  liver  which  degraded  1-131  in- 
sulin. Their  work  was  extended  by  Katzen  and 
Stetten^^,  who  showed  that  this  enzyme  catalyzed 
the  reduction  of  the  disulfide  bonds  of  insulin  by 
glutathione.  It  was  called  hepatic  glutathione-  in- 
sulin transhydrogenase.  The  sequence  of  reactions 
necessary  for  the  degradation  of  insulin  requires 
TPNH.  This  sequence  consists  of:  First,  oxidation 
of  TPNH  by  glutathione  in  the  presence  of  gluta- 
thione reductase,  and  second,  the  reduction  of  in- 
sulin by  the  reduced  glutathione  in  the  presence  of 
glutathione-insulin  transhydrogenase.  As  with  in- 
sulinase, the  importance  of  this  system  is  not  clear 
at  the  present  time.  (Figure  1) 

Cellular  Processes 

Very  little  is  known  about  the  mechanisms  by 
which  an  intrinsic  celkdar  resistance  to  insulin  may 
take  place,  if  it  occurs  at  all.  It  has  been  postulated 
to  occur  in  rare  instances.  Field,  Johnson,  and 
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Herringi^,  and  Tucker,  et  al.i"^  have  reported  two 
cases  in  which  insulin  resistance  seems,  by  exclu- 
sion, to  be  at  a cellular  level.  Both  the  patients  had 
acanthosis  nigricans.  They  showed  extreme  insulin 
resistance,  and  despite  extensive  testing,  no  insulin 
antagonist  could  be  found  that  would  account  for 
this.  This  is  negative  rather  than  positive  evidence 
for  intrinsic  cellular  resistance  however,  and  there 
is  no  explanation  of  how  this  resistance  takes  place, 
if  it  does  occur. 

Plasma  Processes 

Those  processes  occurring  predominantly  in 
plasma  are  divided  into  those  associated  with  hor- 
mones, those  associated  with  plasma  insulin  an- 
tagonists, and  those  associated  with  bound  or 
“atypical”  insulin. 

Hormonal  Antagonism  To  Insulin 

Growth  hormone,  the  glucocorticoids,  epine- 
phrine, and  thyroxine  all  exhibit  varying  degrees 
of  anti-insulin  activity.  Their  mechanisms  of  action 
are  somewhat  different. 

All  the  mechanisms  of  action  of  growth  hormone 
are  not  fully  understood  at  the  present  time.  It 
may  cause  the  liberation  of  an  insulin  antagonist 
from  the  pancreas. In  addition,  growth  hormone 
has  an  adipokinetic  effect,^®  raising  blood  concen- 
trations of  non-esterified  fatty  acids  (NEFA).  High 
NEFA  levels  inhibit  phosphofructokinase,  which 
depresses  the  glycolytic  rate,  and  causes  the  accu- 
mulation of  glucose-6-phosphate  (Figure  2).  Final- 
ly, high  levels  of  gIucose-6-phosphate  inhibit  hexo- 
kinase,  and  this  limits  glucose  uptake  by  the  cell.^'^ 
A third  locus  where  growth  hormone  may  have  a 
role  is  in  the  control  of  the  pituitary  dependent 
synalbumin  insulin  antagonist  of  Vallance-Owen,i® 
to  be  discussed  later  in  this  paper. 
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Glycogen  breakdown  to  glucose-6-phosphate  is 
increased  by  epinephrine,  glucagon,  and  thyroid. 
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Epinephrine  may  oppose  insulin  in  three  ways. 
When  glycogen  is  present  in  the  liver,  epinephrine 
stimulates  its  conversion  to  blood  glucose.^i  Epine- 
phrine also  causes  muscle  glucose-6-phosphate  levels 
to  rise,  secondarily  leading  to  inhibition  of  muscle 
hexokinase  which  limits  glucase  uptake.^-’^^’^'* 
Einally,  it  increases  the  activity  of  lipase  raising 
blood  free  fatty  acid  concentrations,^^  and  in  this 
way  may  inhibit  hexokinase  similar  to  the  action 
of  growth  hormone. 

Thyroxine  leads  to  both  increased  glucose  pro- 
duction bv  the  liver-*^  and  increased  utilization  of 


carbohydrate  in  the  periphery.^^  The  net  result 
provides  no  uniform  opposition  to  insulin  action. 

The  adrenal  cortical  hormones  oppose  insulin 
action  mainly  by  increasing  gluconeogenesis  from 
protein  (Eigtire  3).  They  also  appear  to  have  an 
effect  in  decreasing  glucose  utilization  by  extra- 
hepatic  tissues.^® 

Other  Plasma  Insulin  Antagonists 

Insulin  binding  antibodies  were  described  in  the 
literature  in  sporadic  reports  in  the  ITlO’s,^®’^^’®*' 
but  did  not  come  into  their  present  prominence 
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-Under  the  influence  of  epinephrine,  grow'th  hor- 
mone, or  cortisol,  triglycerides  are  broken  down 
to  non-esterified  fatty  acids.  These  inhibit  phos- 
phofructokinase, leading  to  elevation  of  glucose- 
6-jrhosphate,  inhibition  of  hexokinase,  and  sub- 
seipient  elevation  of  blood  glucose. 


-Cortisol  and  thyroxin  accelerate  the  catabolism 
of  protein  to  amino  acids. 
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.until  1956  when  Berson,  et  al.  showed  that  beef- 
pork  mixtures  of  insulin  are  uniformly  antigenic, 
and  that  insulin  binding  antibodies  are  present  in 
virtually  every  diabetic  patient  treated  with  insulin 
for  more  than  a few  monthsd®  They  have  never 
been  shown  to  be  present  in  a person  not  previous- 
ly treated  with  insulin. The  reason  they  are  not 
more  of  a problem  in  causing  clinically  significant 
insulin  resistance  in  the  vast  majority  of  patients 
is  that  usually  they  are  only  present  in  sufficient 
quantity  to  bind  5-10  units  of  insulin  per 
liter. In  the  rare  patient  in  which  high 
levels  develop,  they  may  cause  extreme  resistance 
to  insulin.  The  insulin  binding  capacity  may  rise 
above  1000  units  per  liter,®^  causing  high  clini- 
cal resistance.  Also,  as  existing  antibodies  are  form- 
ing complexes  with  insulin,  new  antibodies  are  be- 
ing synthesized,  leading  to  a chronic  requirement 
for  high  doses  of  insulin.  Since  their  discovery,  the 
insulin  binding  antibodies  have  been  shown  to 
migrate  electrophoretically  between  the  “fi”  and 
“y"  globulin  fractions,  and  to  form  two  types  of 
complexes  with  insulin. 

The  next  insulin  antagonist  to  come  into  promi- 
nence was  discovered  by  Bornstein  and  Park  in 
1953.3^  They  found  that  the  serum  of  alloxan 
diabetic  rats  contained  an  inhibitor  of  glucose  up- 
take as  measured  by  the  rat  diaphragm  bioassay. 
This  inhibitor  reduced  diaphragm  uptake  of  glu- 
cose in  vitro  by  approximately  25  per  cent.  Adren- 
alectomy or  hypohysectomy  of  the  diabetic  animals 
resulted  in  the  disappearance  of  inhibition.  This 
inhibitor  was  subsequently  recovered  from  the  /?i 
lipoprotein  fraction  of  the  serum.^^  It  appears  to 
be  regulated  by  but  distinct  from  growth  hormone 
as:  1)  Growth  hormone  in  vitro  causes  no  inhibi- 
tion of  glucose  uptake  by  the  rat  diaphragm,  where- 
as this  serum  factor  does  inhibit  uptake  in  vitro, 
and  2)  Growth  hormone  in  vivo  has  a latent  period 
of  several  hours.  The  factor  just  described  does  not 
have  a long  latent  period. 

In  1956  Field  and  Stetten  discovered  a humoral 
antagonist  to  insulin  in  human  sera  that  appeared 
during  the  stage  of  acute  diabetic  acidosis  and  dis- 
appeared within  a short  while  following  therapy. 
Measurements  were  made  by  the  rat  diaphragm 
bioassay.  The  inhibitor  was  subsequently  shown  by 
them  to  be  a non-lipoprotein  with  the  electro- 
phoretic mobility  of  an  ai  globulin.^** 

The  antagonist  currently  receiving  the  greatest 
attention  is  the  synalbumin  antagonist  discovered 
in  1958  by  Vallance-Owen.^'^  It  was  first  noted  that 
an  insulin  antagonist  was  associated  with  the  al- 
bumin fraction  of  the  plasma.  The  antagonist  was 
present  in  the  plasma  of  both  diabetic  patients 
and  normal  individuals,  but  was  two  to  four  times 
more  concentrated  in  the  plasma  from  the  dia- 


betics. The  antagonistic  factor  was  subsequently 
separated  from  the  albumin  fraction,^®  and  since 
then  it  has  been  more  extensively  studied.  The 
following  observations  have  now  been  made:  Synal- 
bumin prevents  the  action  of  insulin  on  glucose 
uptake  by  the  rat  diaphragm  in  vitro  but  does  not 
affect  the  activity  of  insulin  in  increasing  glucose 
uptake  by  adipose  tissue.  The  reason  for  this  dis- 
crepancy between  results  obtained  with  muscle  and 
fat  has  not  been  fully  explained.  The  antagonistic 
activity  disappears  following  adrenalectomy  or 
hypophysectomy.^'^  Besides  diabetics,  higher  levels 
of  synalbumin  have  been  found  in  asymptomatic 
relatives  of  diabetics  and  a high  percentage  of  pa- 
tients who  have  suffered  myocardial  infarctions. 
The  inheritance  of  high  synalbumin  antagonist 
levels  suggests  a dominant  genetic  trait.  There  is 
now  evidence  to  suggest  that  synalbumin  may  be 
the  “B”  chain  of  insulin  itself.^^  (Insulin  is  formed 
by  two  chains,  called  the  “A”  and  “B”  chains.  The 
“B”  chain  has  30  amino  acids  and  is  connected  to 
the  “A”  chain  by  disulfide  bonds.)  This  discovery 
has  led  to  much  speculation  on  the  role  of  a de- 
gradation product  of  insulin  in  clinical  diabetes 
mellitus,^®  but  thus  far  its  importance  has  not  been 
determined. 

Finally,  in  1960,  Vargas^-  studies  normal  human 
plasma  and  found  that  the  «2  ‘H^^l  (3  globulin  frac- 
tion inhibited  glucose  uptake  by  the  rat  dia- 
phragm in  the  absence  of  insulin  and  masked  the 
effects  of  the  insulin-like  activity  present  in  the 
ai-albumin  fraction. 

Bound  And  Atypical  Insulin 

Bound  insulin  was  first  described  by  Antoniades 
in  1961.'^’^  His  studies  indicate  that  a fraction  of 
endogenous  insulin  is  bound  to  a basic  protein, 
and  that  this  bound  fraction  is  active  by  bioassay 
on  the  rat  epididymal  fat  pad  but  not  on  the  rat 
diaphragm.  The  proposed  significance  of  this  is 
that  if  a substantial  amount  of  insulin  is  present 
as  circulating  complexes,  and  if  these  complexes 
dissociate  following  glucose  administration,  then 
the  defect  in  some  diabetics  might  be  that  the  com- 
plexed  insidin  dissociates  at  a slower  rate  in  re- 
sponse to  glucose  administration. Berson  and 
Yalow  have  examined  this  work^^  and  have  found 
several  inconsistencies.  Further  studies  relating  to 
the  presence  and  significance  of  bound  insidin  are 
needed. 

Atypical  insulin  is  defined  as  insulin-like  activity 
as  measured  by  the  rat  epididymal  fat  pad  bioassay 
that  cannot  be  neutralized  by  potent  insulin  anti- 
serum.^5  Activity  of  this  type  persists  in  dogs  after 
total  pancreatectomy,^'^  is  found  in  crystallized 
serum  albumin,  and  is  even  found  in  egg  al- 
bumin.31  The  substance  responsible  for  this  activ- 
ity has  not  been  well  characterized. 
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Summary 

'I'he  biological  ellectiveness  of  a given  dose  of 
insulin  may  t)e  altered  l)y  many  factors.  Among 
tliose  now  known  are  tissue  enzyme.s,  hormones  and 
insulin  antagonists  in  plasma,  an  insulin  binding 
protein,  and  an  atypical  type  of  insulin  activity. 
The  possible  role  these  substances  play  in  the  regu- 
lation of  insulin  metabolism  in  the  normal  and 
diabetic  individual  awaits  further  investigation. 
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PHYSICIAN-PATIENT  RAPPORT 

The  importance  of  first  impressions  is  often  overemphasized,  but  it  must 
never  be  overlooked.  The  patient  may  be  watching  you  closely.  Your  general 
appearance,  your  dress,  your  actions,  your  attitrtde,  your  words  and  even  the 
tone  of  your  voice  will  all  have  an  effect,  favorable  or  otherwise.  You  may  have 
seen  an  experienced  physician  attempting  to  size  up  the  patient  as  he  approaches 
the  bedside;  he  will  vary  his  opening  remarks  in  accordance  with  this  first  im- 
pression. It  is  usually  advisable  to  rely  upon  a simple  introduction  in  a friendly 
tone  such  as:  “Mr.  Jones,  I am  Dr.  Smith.”  Hesitate,  watch  the  patient,  and  try 
to  take  advantage  of  any  remarks  he  may  make.  Forget  momentarily  that  you’re 
the  doctor  and  he  is  the  patient;  be  sociable,  as  you  would  with  any  other 
stranger.  At  a propitious  moment  you  can  continue  with  some  remark  such  as: 
“Now  tell  me  all  about  your  troubles.”  Never  ask  him  what  his  “symptoms”  are. 
Don’t  ask:  “What’s  wrong  with  you?”  or  “What  brought  you  here?”;  that  is 
what  he  wants  you  to  tell  him.  Just  give  him  an  opportunity  to  talk  and  to  tell 
his  story  in  his  own  way.— H.  U.  Hopkins,  M.D.,  Ed.,  Leopold’s  Principles  and 
Methods  of  Physical  Diagnosis.  Third  Edition.  1965,  pp.  2-3. 
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Evaluation  And  Selection  Of  Candidates  For  Surgical 
Intervention  In  Acquired  Mitral  And  Aortic 
Valvular  Disease 

Allan  V.  N.  Goodyer,  M.D.  and  William  W.  L.  Glenn,  M.D. 


■ 'riie  decision  to  bring  a patient  with  valvular 
heart  disease  to  cardiac  surgery  depends  on  accu- 
rate assessments  of  the  extent  and  prognosis  of  the 
patient’s  disability,  and  of  the  likelihood  of  sur- 
vival and  benefit  from  surgical  intervention.  These 
evaluations  are  made  particularly  difficult  by  wide 
individual  variations  in  the  natural  history  of 
valvidar  heart  disease  and  in  the  impact  of  cardiac 
impairment  on  each  patient’s  way  of  life,  as  well  as 
by  rapid  developments  in  the  field  of  cardiac  surg- 
ery itself.  Nevertheless,  it  is  possible  to  formulate 
guidelines  which  apply  to  present  selection  prac- 
tices, and  which  shoidd  also  provide  the  basis  for 
revised  attitudes  in  the  near  future. 

A.  Evaluation 

Evaluation  of  a patient  with  valvular  heart  di- 
sease for  cardiac  surgery  involves  three  steps:  1)  de- 
tection of  a “significant”  organic  valve  lesion;  2) 
determination  of  the  severity  of  the  lesion,  and  its 
relevance  to  the  patient’s  disability;  3)  comparison 
of  the  estimated  medical  and  surgical  prognosis 
with  regard  to  both  mortality  and  morbidity. 
Ehese  steps  will  now  be  considered  in  more  detail: 

1)  DETECTION 

Most  patients  with  mitral  or  aortic  valvular 
heart  disease  of  sufficient  severity  to  raise  the  ques- 
tion of  cardiac  surgery  have  a murmur,  electro- 
cardiographic or  radiographic  evidence  of  cardiac 
enlargement  or  hypertrophy,  and  syncope,  conges- 
tive failure,  or  progressive  exertional  dyspnea  or 
angina  with  mild  forms  of  ordinary  activity  (Class 
III  according  to  the  New  York  Heart  A.ssociation 
classification).  Occasionally,  surgery  must  be  con- 
sidered in  patients  who  ordinarily  have  minimal  or 
no  symptoms,  but  who  present  with  sudden  hemop- 
tysis, pulmonary  edema,  or  peripheral  embolism. 

2)  DETERMINATION  OF  THE  SEVERITY  OF  THE  LESION 

Where  symptoms  interfere  with  the  patient’s  or- 
dinary way  of  life,  and  are  not  easily  controlled  by 
good  medical  management,  the  possibility  of  surgi- 
cal treatment  must  be  considered.  Further  evalu- 

Presented,  in  part  at  the  Cardiovascular  Symposium  of 
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ation  is  then  in  order,  with  the  following  aims:  a) 
to  identify  the  major  valve  lesion,  particularly  in 
cases  of  multivalvular  involvement;  b)  to  grade  the 
severity  of  the  resulting  hemodynamic  impairment 
in  order  to  provide  a basis  for  explaining  the  pa- 
tient’s symptoms  and  for  estimating  a medical  and 
surgical  prognosis;  c)  to  identify  other  causes  of 
cardiorespiratory  impairment,  such  as  pulmonary 
parenchymal  or  embolic  vascidar  disease  and  myo- 
cardial failure  with  or  without  coronary  vascular 
disease;  and  d)  to  uncover  special  features  such  as 
valve  calcification  which  are  of  particular  interest 
to  the  surgeon. 

Table  I summarizes  the  key  objective  ausculta- 
tory, electrocardiographic  and  radiologic  findings 
which  usually  bespeak  severe  valve  lesions,  and 
which,  in  the  symptomatic  patient,  warrant  further 
special  studies.  Frequently,  these  data  provide  a 
better  index  of  the  stage  of  a patient’s  disease  than 
do  his  symptoms.  Table  II  summarizes  the  findings 
at  cardiac  catheterization  and  angiocardiography 
which  are  of  particular  importance  in  evaluating 
the  severity  of  mitral  and  aortic  valve  lesions,  and 
the  secondary  consequences  thereof.  These  tables 
deal  with  individual  valve  lesions.  Unfortunately, 
rheumatic  heart  disease  is  frequently  multivalvidar, 
and  even  mild  lesions  may  have  a bearing  on  the 
prognosis  of  another  more  major  valve  impair- 
ment. It  is  important,  therefore,  to  identify  minor 
as  well  as  major  valve  lesions,  and  particidarly  to 
warn  the  surgeon  regarding  even  minor  aortic  re- 
gurgitation, if  an  “open”  procedure  on  the  mitral 
valve  is  contemplated,  since  retrograde  flooding  of 
the  mitral  operative  field  may  then  require  inter- 
mittent aortic  cross-clamping,  with  attendent  in- 
creased operative  risk.  Table  III  summarizes  the 
intracardiac  pressure  measurements  in  37  patients 
with  predominant  aortic  stenosis  or  mitral  regurgi- 
tation in  whom  these  data  were  available  prior  to 
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Table  I 

Key  Objective  Signs  of  Severe  Valve  Lesions 


LESION 

physical  exam.* 

RADIOLOGIC  EXAM.* 

ECG* 

Aortic 

Regurg. 

Long,  loud  murmur 
Collapsing  pulse 
Low  diastolic  blood  press. 
S3  gallop 

LV  enlarged 
Aortic  pulsation 

LVH 

Aortic 

Stenosis 

Har.sh,  radiating  murmur 
Thrill;  LV  thrust 
Diminished  S, 

Prominent  S4 

Valve  calcified  (heavily) 
Post-sten.  aortic 
dilatation 
LV  enlarged 

LVH 

LAH 

Mitral 

Regurg. 

Long,  radiating  murmur 
LV  lift 

Wide  S»  split,  obscured  Mj 
S3  gallop 

LV  & LA  enlarged 
Abn.  pulm.  vase, 
pattern 

LVH 

or/and 

RVH 

Mitral 

Stenosis 

Long,  loud  murmur 
RV  lift 
Loud  Mi&  Pa 
Short  S3-OS  (.06-.09) 

Valve  calcified  (heavily) 
Abn.  pulm.  vase. 

pattern 
LA  enlarged 

RVH 

♦ LV 
LVH  = 
RV 

RVH  = 
LA  = 
LAH  = 

left  ventricle 

= left  ventricular  hypertrophy 
right  ventricle 

= right  ventricular  hypertrophy 
left  atrium 

= left  atrial  hypertrophy 

Sa,  S3,  S.j  = heart  sounds 
Sa-OS  = interval  between  second  heart 
sound  and  opening  snap 
Ml  = first  sound  at  apex 

valve  replacement  at  this  institution.  The  mean 
left  atrial  pressure  was  usually  near  normal  in  the 
patients  with  predominant  aortic  stenosis,  but 
other  average  pressures  were  similar  to  those  of 
patients  with  predominant  mitral  regurgitation. 
Right  ventricular  failure  was  usually  absent,  but 
some  degree  of  pulmonary  hypertension  occurred 
in  every  case  of  mitral  regurgitation  and  in  about 
half  the  cases  of  aortic  stenosis. 


Table  II 

Findings  at  Cardiac  Catheterization  with 
Severe  Valve  Lesions 


GATH. 
FINDINGS  J 

AORTIC 

REGURG. 

AORTIC 

STENOSIS 

MITRAL 

REGURG. 

MITRAL 

STENOSIS 

f/'alve  area 

1 cm“ 

1 cm^ 

LVEDP 

18 

15 

15 

LAP  (mean) 

20 

20 

PAP  (syst.) 

45 

45 

55 

55 

P.  Vase.  Res. 

6 

6 

7 

7 

R.VEDP 

7 

7 

8 

8 

Regurg.  vol. 

3-4  4- 

3-4  + 

LVEDP  = left  ventricular  end-diastolic  pressure  (mniHg) 
LAP  z=:  left  atrial  pressure  (direct  or  “wedge")  (mmHg) 
PAP  = pulmonary  artery  pressure  (mniHg) 

P.  Vase.  Res.  = pulmonary  vascular  resistance 
PAP-LAP  ^ mmHg 
card,  output  liters/min.y 
RVEDP  = right  ventricular  end-diastolic  pressure  (mmHg) 
Regurg.  vol.  — angiographic  estimate  of  degree  of  regurgi- 
tation on  a scale  of  l-j-  (minimal)  to  4-|-  (heavy)  opacifi- 
cation of  chamber  proximal  to  defective  valve. 


3)  COMPARISON  OF  MEDICAL  AND  SURGICAL  PROGNOSIS 

The  course  of  valvular  heart  disease  under  medi- 
cal management  is  quite  variable,  but  a rough 
guide  of  longevity  is  provided  by  several  studies^'® 
summarized  in  Figures  I and  II.  In  addition,  some 
non-rheumatic  diseases  (Table  IV)  produce  valve 
lesions  which  cannot  be  considered  in  the  same 
way  as  the  rheumatic  or  calcific  (aortic)  lesions 
which  provided  the  data  for  Figures  I and  II.  For 
instance,  when  aortic  regurgitation  due  to  trauma 
or  bacterial  endocarditis  causes  rapidly  progressive 
ventricular  failure,  the  valve  must  be  quickly  re- 
placed, even  though  the  operative  risk  is  high.  An 
atrial  myxoma  should  be  removed  when  identified, 
even  with  mild  symptoms.  On  the  other  hand,  re- 
pair or  replacement  of  a mitral  valve  which  is  re- 


Table  III 

Intracardiac  Pressures  and  Other  Features  of  37  Patients 
PRIOR  TO  Starr  Valve  Insertions* 


NO. 

MAIN 

LE- 

SION 

AGE 

CLASS| 

(MV) 

LAP 

MEAN 

PAP 

SVST. 

EDP 

LV  RV 

AP§ 

VALVE 

av. 

23 

MR 

44 

III 

23 

56 

12 

7 

range 

23-55 

III  IV 

15-33 

31-95 

5-30 

2-17 

av. 

14 

AS 

48 

III 

14 

46 

16 

7 

75 

range 

19-65 

III 

5-39 

18-82 

7-40 

3-13 

54-121 

* Abbreviations  of  Tables  I and  II.  Pressure  values  in 


mmHg. 

J Classes  I-IV  of  NY  Heart  Association  classification. 
§ aP  = pressure  difference  across  valve. 
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gingitant  due  to  inyocardiopathy  is  unlikely  to  im- 
prove cardiac  function. 

The  data  in  F'igures  I and  II  indicate  that  sur- 
vival is  conditioned  by  the  severity  of  the  disease, 
and  by  the  leading  symptom  manifested.  Compar- 
able data  on  patients  treated  by  surgery  are  not 
available,  but  there  is  considerable  evidence  that 
survival  is  extended  and  morbidity  much  reduced 
by  “closed”  mitral  commissurotomy  (using  a dila- 
tor) in  cases  of  essentially  “pure”  mitral  stenosis 
particularly  when  radiologic  examination  includ- 
ing cinelluoroscopy  discloses  no  more  than  a trace 
of  calcification  of  the  valve. Although  recurrence 
of  disability  leads  to  mortality  or  reoperation  at 
the  rate  of  about  5 per  cent  per  year  the  good  re- 
sults of  the  “closed”  operation  favor  its  continued 
use  for  predominant  mitral  stenosis  until  the  safety 
and  long-term  efficacy  of  valve  replacement  have 
been  demonstrated.  In  some  centers,  where  the  re- 
sults from  “closed”  commissurotomy  have  appar- 
ently not  been  considered  satisfactory,  “open”  val- 

1'able  I\' 

.\oN-RnEU.M.vnc  Vai.i'e  Lesions  wmi  .SrEciAi.  Implications 
FOR  Valve  Surgery 


DISORDER  LESIONS* 


Subacute  hact.  endocarditis 

AR 

Carditis  & cardiomyopathy 

AR, 

MR 

Cardiamyopathy  (hypertrophic) 

“AS’ 

',  MR 

■Vortic  mcTlionecrosis  &:  aortitis 

AR 

T'rauma 

AR, 

MR 

Ruptured  pap.  miLscle  or  chorda 

MR 

Cardiac  aneurysm 

AR, 

MR 

Septal  defects 

AR, 

MR 

.'\trial  myxoma 

MS 

* AR  r=  aortic  regurgitation 
.\S  r=r  aortic  stenosis 
MR  — mitral  regurgitation 
MS  = mitral  stenosis 


NATURAL  COURSE.  MITRAL  RHP 
ASYMPTOMATIC  PERIOD-25  YRS. 


vitloplasty  (using  a dilator  and  dissection  under 
direct  vision)  has  replaced  the  “closed”  proced- 
ure.*'^ Unquestionably,  in  some  cases  “open”  val- 
vuloplasty will  provide  a more  complete  correction 
of  mitral  stenosis  than  “closed”  commissurotomy. 
In  our  experience,  however,  the  “closed”  procetlure 
performed  w'itli  a dilator^**  has  provided  in  nearly 
all  cases  a widely  open  mitral  valve  without  pro- 
ducing regurgitation  and  at  an  operative  mortality 
of  only  about  1 per  cent  vs.  6-9  per  cent  for  the 
“open”  procedure.*' “Open”  debridement  of  the 
aortic  valve,  which  probably  improved  longevity 
in  one  series^-  (Figure  II),  has  been  almost  entirely 
superseded  by  prosthetic  valve  replacement  except 
in  young  patients  with  congenital  aortic  stenosis 
who  usually  have  a better  prognosis  than  adults 
with  comparable  lesions,  and  in  a few  adults  with- 
out valve  calcification.^*’^'*  Early  results  with  re- 
placement of  the  mitral  or  aortic  valve  are  encour- 
aging, but  no  adequate  long-term  comparisons  with 
medical  management  are  yet  possible.  The  poten- 


Lable  V 

.Starr- Edvv.ards  Valve  Replacement. 
Hospital  and  Late  Mortalii  v Per  Cent. 


AUTHOR  AND 
RKFKRENCE 

\'ALVE  REPLACED 

AORTIC 

AORTIC  AND 
MITRAL  MITRAL 

EHler  (16) 

27 

18 

McGoon  (18-20) 

22 

-^0* 

22  (H)t 

Mulder  (21) 

29 

Nelson  (22) 

13 

16 

Nichols  (23) 

25 

Starr  (15,  17,  24) 

30 

^13f 

19 

19 

Scannell  (12) 

20 

30 

Zerhini  (11) 

17 

22 

70 

J (H)  = Hospital  mortality  only,  in  this  series. 

* Zero  mortality  in  last  100  cases,  in  one  hospital, 
f 13  per  cent  mortality  in  most  recent  series. 
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ial  functional  improvement  expected  from  a pros- 
hetic  valve  is  obtained  at  the  price  of  considerable 
)perative  mortality,  and  an  appreciable  incidence 
)f  complications^^  such  as  thromboembolism  (17 
)er  cent),  annular  leaks  (26  per  cent),  anemia, 
)acterial  endocarditis,  persistent  ventricular  fail- 
ire,  and  fatal  arrhythmia.  Mortality  data  from 
everal  reported  series  are  listed  in  Table  V for 
eference.  The  great  influence  of  the  severity  of  the 
esion  on  mortality  is  indicated  in  Table  VI.  The 
lata  of  Tables  IV-VI,  and  of  Figures  I and  II,  refer 
o individual  valves.  Since  rheumatic  heart  disease 
s often  multivalvular  and  progressive,  the  esti- 
nates  of  medical  and  surgical  prognosis  for  the 
)redominant  lesion  must  also  allow  for  other  val- 
'ular  pathology  which  may  be,  or  may  become,  an 
mportant  source  of  disability  when  the  major 
esion  has  been  repaired.  No  data  are  available  at 
he  present  time  to  allow  any  more  than  a gross 
mpression  of  the  proper  weighting  to  be  given 
uch  collateral  valve  lesions. 

B.  Selection 

If  valve  surgery  were  safe  and  curative,  there 
vould  be  no  hesitance  in  selecting  patients  for 
iperation  as  soon  as  cardiac  enlargement  or  pul- 
nonary  venous  hypertension  were  identified,  since 
lartly  irreversible  changes  in  the  myocardium  and 
tulmonary  vessels  might  b'^  variably  advanced  by 
he  time  the  patient  attained  a Class  III  status, 
dowever,  mitral  and  aortic  valve  lesions  are  char- 
icterized  by  naturally  long  courses  in  the  absence 
)f  symptoms  (Figures  I and  II)  or  objective  signs 
)f  severity,  and  it  is  unlikely  that  operative  inter- 
vention can  improve  the  prognosis  of  such  mild 
Class  I)  lesions.  On  the  other  hand,  in  view  of  re- 
:ent  rapid  technical  developments  in  valve  replace- 
nent  and  improvements  in  postoperative  manage- 
nent,  the  insistence  on  severe  (Class  IV)  disability 
tefore  selecting  a patient  for  valve  replacement  or 
epair  is  no  longer  justified,  since  this  will  seriously 
:ompromise  his  chance  of  surviving  the  operation 
)r  of  regaining  a lasting  Class  I-II  status.  Selection 


Table  VI 

Operative  Mortaluy  Related  to  Disease  Severity 


MORTALITY  % 

OPERATION  & (author) 

/alve  replacement 

CLASS  II 

CLASS  III  CLASS  IV 

(Zerbini,  ’65) 

4itral  Commissurotomy 

7 

30  71 

(Ellis,  ’64) 

3 22 

MEAN 

PULMONARY  ARTERY 

PRESSURE,  MMHg 

^alve  replacement 

20-40 

40-60  60-80-f 

(Nelson,  ’64) 

0 

30  100 

References:  Zerbini  (14);  Ellis  (2);  Nelson  (10). 


for  mitral  commissurotomy  is  warranted  at  an 
earlier  stage  of  disability  than  is  selection  for  valve 
replacement  in  view  of  the  presently  higher  risk  of 
the  latter  operation.  It  must  also  be  kept  in  mind 
that  a patient’s  disability  depends  not  only  on  the 
severity  of  his  valve  lesion,  but  on  his  age  and  re- 
sponsibilities as  well. 

On  the  basis  of  these  considerations  and  the  data 
regarding  severity,  prognosis  and  surgical  mortal- 
ity, some  general  conclusions  regarding  selection  of 
a patient  for  mitral  or  aortic  surgery  may  be  stated; 

1)  Patients  with  predominant  mitral  stenosis 
should  be  selected  for  closed  mitral  commissuro- 
tomy when  progressive  symptoms  begin  to  inter- 
fere with  their  ordinary  way  of  life  in  spite  of 
medical  treatment  and  are  accompanied  by  objec- 
tive clinical  and  laboratory  evidence  of  left  atrial 
hypertension.  When  there  are  objective  signs  of 
severe  mitral  block,  commissurotomy  is  warranted 
even  though  symptoms  may  be  present  only  with 
the  more  strenuous  forms  of  ordinary  activity 
(Class  II  patient).  If  the  valve  is  calcified,  slightly 
regurgitant,  or  has  “re-stenosed”  after  previous  re- 
pair, an  attempt  at  closed  commissurotomy  is  war- 
ranted, but  only  with  the  understanding  that  the 
approach  may  have  to  be  revised  on  the  basis  of 
operative  findings.  Therefore,  under  these  condi- 
tions, the  jratient  should  qualify  for  valve  replace- 
ment, in  case  this  is  found  necessary  at  operation. 

2)  Class  III  patients  with  objectively  severe  aortic 
stenosis  should  be  selected  for  aortic  valve  replace- 
ment or  in  rare  cases  for  valvuloplasty  without  re- 
placement, when  angina,  syncope  or  progressive 
dyspnea  can  be  related  to  the  lesion.  The  possibil- 
ity of  coronary  vascular  disease  as  a chief  or  major 
contributing  cause  of  disability  must  be  excluded, 
though  its  demonstration  by  coronary  angiography 
does  not  necessarily  imply  an  unfavorable  result.^® 
Congestive  failure  is  not  a contraindication  to 
operative  intervention  if  it  responds  to  medical 
management. 

3)  Class  III  patients  with  mitral  or  aortic  re- 
gurgitation should  be  selected  for  valve  replace- 
ment when  their  symptoms  are  disabling  for  their 
particular  way  of  life,  or  when  there  are  objective 
clinical  and  laboratory  signs  of  rapidly  progressive 
anatomic  or  functional  pathology.  A more  reserved 
approach  seems  warranted  for  those  patients  who 
need  replacement  of  both  mitral  and  aortic  valves. 
Although  one  report  indicates  the  same  mortality 
for  replacement  of  two  valves  as  for  one,^’^  (Table 
V),  it  seems  more  reasonable  to  accept  other  re- 
ports which  indicate  a greater  mortality  from  bi- 
valvular  surgery. 

4)  The  high  operative  risks  in  Class  IV  patients 
are  not  necessarily  prohibitive,  and  post-operative 
improvement  of  the  functional  status  of  such  pa- 
tients is  sometimes  dramatic.  It  is  therefore  difficult 
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lABLE  \II 

Idem.  CIriierea  eor  .Seeection  for  Vaeve  Si'Rf.ERV  (RHD) 

Symptomatic  fimctional  impairment  (Class  111) 

Objective  liemodynarnic  disorder,  mod.  seveic,  progressive 

Predominantly  single  valve  lesion,  especially  mitral  stenosis 

-\ge  less  than  60  years 

Mvocardial  contractility  preserved 

Limited  pidmonary  vascular  disease 

No  right  heart  failure 


t(j  define  the  characteristics  of  those  patients  for 
whom  operative  intervention  is  clearly  contraindi- 
cated. Almost  no  patient  with  pure  and  predomin- 
ant mitral  stenosis  should  be  denied  closed  com- 
missurotomy, even  when  pulmonary  vascular  di- 
ease has  led  to  persistent  right  heart  failure.  On 
the  other  hand,  left  or  right  ventricular  failure 
which  persists  in  spite  of  adecjuate  medical  man- 
agement in  a patient  recjuiring  aortic  or  mitral 
valve  replacement  weighs  strongly  against  oper- 
ative intervention,  though  no  exact  line  of  rejec- 
tion is  definable. 

Summaries  of  the  characteristics  of  the  generally 
“ideal”  case  for  surgery,  and  of  the  usual  criteria 
for  rejections  are  attempted  in  Tables  VII  and 
VIII. 

.\s  surgical  technicjues  improve,  the  above  selec- 
tion criterea  will  undoubtedly  recpiire  further 
modification,  particularly  with  respect  to  operative 
intervention  earlier  in  the  course  of  acquired 
aortic  and  mitral  valve  diseases. 


riie  author  acknowledges,  with  appreciation,  the 
participation  of  many  other  physicians  in  the  care 
of  the  patients  who  were  the  basis  for  this  report, 
particularly  Drs.  Michael  Hume  and  Horace  C. 
Stansel,  Jr.,  who  performed  the  valve  surgery,  and 
Drs.  Richard  E.  Fearon,  Florencio  .A.  Hipona, 
Richard  I..  Kahler,  and  Renato  J.  Rojas,  who  per- 
formed the  diagnostic  cardiac  catheterizations  and 
angiography. 

l AREE  VIII 

Criteria  for  Rejection  for  Vai.ve  .Surcerv  (RHD) 

Mild  or  absent  symptoms  on  ordinary  activity 
Minimal  physiologic  impairment 

■Stationary  symptoms  interfering  little  with  a way  of  life 
convenient  for  the  patient. 

Svmptoms  largely  related  to  other  caii.ses 
a)  non-cardiac  disease 
h)  myocardial  failure 
coronary  cli.sease 
arrhythmias 

I’olyvalvnlar  disease  of  balanced  severity  and  moderate  func- 
tional impairment 

.\ilvanced  disease  with  severe  R.V.  or  I..V.  failure  (line  is 
inicertaiti) 

High  operative  risk  where  patient  can  safely  await  further 
technical  improvements,  ttnder  close  medical  observation. 


F.xa.mflf.s  of  Case  Evaeuation  and  Seeection  | 

Abbreviations  as  for  Tables  I and  II.  ' 

All  pressures  expressed  in  mniHg.  , 

1)  Operative  aortic  stenosis  1 

,')2-year  old  female;  Class  HI  with  exertional  dyspnea, 

angina,  mild  edema  responding  to  dig.  and  diuretics,  j 
ECG— I.VH.  Grade  4 ejection  murmur,  diminished  S^. 
X-iay— L\’H,  valve  calcium,  post  stenotic  aortic  dilata- 
tion. 

R\’— 33/6,  1,\'— 208/10,  mean  systolic  aortic  gradi- 
ent (.MSG)— 76,  Valve  area— 0.. 3 cm^,  angiography- 
rigid  aortic  valve. 

Conclusion:  aortic  valve  replacement. 

2)  Operative  aortic  regurgitation 

39-year  old  male;  Class  III  with  severe  exertional  dyspnea, 
and  occasional  angina. 

ECG— L\'H  and  “strain.”  Severe  murmur,  Corrigan  pulses. 
X-ray— LV  enlargement;  wide  pulsation  of  aorta. 
Ccd/E-RV-22/3,  I.V-L50/8-13,  Aorta-150/60,  L.A-12 
(mean),  .Angiography— 3-j-  .AR. 

Conclusion:  aortic  valve  replacement. 

3)  Operative  mitral  stenosis 

28-year  old  female;  Class  HI  with  exertional  dyspnea  for  ■ 
five  years  and  recent  ankle  edema  relieved  by  diuretics. 
ECG— R\’H— Grade  3 diastolic  murmur,  opening  snap. 
X-ray— Large  I’.A  and  L.A.  No  calcification. 

Ccd/i.— RV— 60/30,  l..\— 23  (mean),  l.V— f30/3,  mean  di- 
astolic gradient  (MDG)— 20,  Valve  area  0.4  cm-. 
Conclusion:  closed  mitral  commissurotomy  (good  10-yeat 
result). 

4)  Operative  mitral  regurgitation  J 

33-year  old  female.  Class  HI-IV  with  exertional  dyspnea  i 

for  seven  years  and  CHE  for  18  months  with  progres- 
sively less  response  to  medical  treatment. 

ECG— I.\’H.  Holosystolic  apical  murmur,  prominent  S.v 
X-ray— Enlarged  L.V  and  LV.  .Vngio— 4-(-MR. 
Cnf/E-RV-55/28,  I.V-1 12/14,  LA-21  (mean),  35  (V- 
wave). 

Conclusion:  mitral  valve  replacement. 

5)  Problem  case— where  should  line  for  rejection  be  drawn?  ' 
51 -year  old  male.  Class  IV,  with  long-standing  RHD.  . 

Mitral  commisstirotomy  at  47  after  eight  years  of  CHE.  . 
Return  of  CHE  after  four  years  in  spite  of  full  medical  I 
treatment. 

ECG— non-specific,  atrial  fibrillation.  Double  murmurs  at  t 
aortic  and  mitral  valves  (MR  murmur  predominant).  . 
X-ray— Marked  enlargement,  all  chambers.  Calcium,  both  i 
valves. 

CVd/t.-RV-52/ll,  I.V-180/21,  LA-19  (mean),  27  (V- 

wave)  . .Aorta— 154/78  angiogram:  MR— 4-j-,  .AR— 2-|-.  • 
M.SG-26,  M1K;-2. 

Conclusion:  .-Aortic  and  mitral  valve  replacements.  Good 
result  (Cilass  IV — ^Glass  II-III). 

6)  Problem  case— marked  pulmoy^ary  vascular  disease. 

47-year  old  female;  Class  HI  with  moderate  exertional 

dyspnea  for  one  vear.  Five  pregnancies  vvithotit  diffi- 
culty. .Still  active  at  home  with  only  moderate  fatigue. 
ECG— RVH.  .Apical  systolic  and  diastolic  murmurs;  open- 
ing snap. 

X-ray— Moderate  L.A  and  RV  enlargements;  abnormal 
pulmonary  vascular  pattern.  .-Vngio— marked  pulm. 
Atherosclerosis  (magnification  film). 

Ca</t.-RV-93/4,  I.V-103/8-10,  LA-27  (mean),  33  (V- 
wave),  R.A— 3. 
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Conclusion:  mitral  valve  replacement:  died  in  low-output 
state. 

7)  Problem  case— moderate  polyvalvidar  disease. 

40-year  old  female.  Class  III,  with  first  CHF  symptoms 
during  pregnancy  at  27.  Moderate  exertional  dyspnea 
and  occasional  ankle  edema  on  full  activity,  dig.  and 
diuretics. 

ECG— LVH.  Double  murmurs  at  aortic  and  mitral  areas. 

X-ray— Marked  enlargement  of  L.4.  and  LV.  Angio. 
AR-2+,  MR-2+. 

Cat/?.— RV— 35/3,  LV— 130/3,LA— 1 1 (mean),  19  (V-wave). 
Aorta-145/75,  MDG-8. 

Conclusion:  defer  operation  (risk  of  2-valve  replacement 
not  warranted). 

8)  Problem  case— symptoms  due  to  other  cardiac  disease. 

50-year  old  female.  Class  III-IV,  with  progressive  CHF 

symptoms  for  eight  years  and  recent  attacks  of  pul- 
monary edema  associated  with  chest  pain. 

ECG— LVH,  IV  conduction  defect,  Q-waves  of  old  posteri- 
or myocardial  infarction.  Apical  systolic  and  diastolic 
murmurs,  and  soft  AR  murmur. 

X-ray— 2-(-  LA  enlargement. 

Cat7t.-RV-30/16,  LV-163/4,  Aorta  163/9L  LA-3  (mean). 
Coronary  angio— badly  occluded  right  coronary  system. 

Conclusion:  recurrent  failure  largely  due  to  coronary  vas- 
cular disease. 

9)  Problem  case:  symptoms  due  to  other  cardiac  disease. 

61-year  old  male.  Class  III,  with  recent  return  of  edema 

and  mild  dyspnea  associated  with  hypertension  (180/ 
110),  three  years  after  mitral  commissurotomy  for  tight 
stenosis.  Blood  pressure  normal  at  time  of  this  opera- 
tion. Taking  prednisone  for  recurrent  post-cardiotomy 
syndrome;  recent  flare-up  when  steroid  withdrawn. 

ECG— LVH,  atrial  fibrillation.  Apical  systolic  and  di- 
astolic murmurs. 

X-ray— Enlargement,  LA— 2-(-,  LV— 1-)-,  RV=2+.  Renal 
angio  normal. 

Cat/z.-RV-30/8,  LV-180/12-15,  Aorta-180/100,  LA-8 
(mean)  MDG— 4 (rest),  7 (exercise). 

Conclusion:  Disability  due  more  to  hypertension  and 
(presumed)  coronary  vascular  disease  than  to  valvular- 
defects. 

0)  Problem  case:  severe  disease  with  long  swvival. 

46-year  old  male.  Class  HI;  acute  RF  at  10  with  murmur. 
Free  AR  for  10-(-  years  ( minimally  symptomatic.  Re- 
cent exertional  dyspnea  (6  months)  responding  to  dig. 
Still  fully  active  as  a grocery  store  manager. 

ECG— LVH.  Murmur  and  signs  of  free  AR. 

X-ray— marked  LVH.  Angio  — 4-(-  AI,  2-|-  MR. 

Cat/i.-RV-63/12,  RA-6.6  (mean),  12  (A-wave),  LV- 
165/32.  Aorta  114/51,  LA— 27  (mean),  32  (V-wave). 

Conclusion:  Aortic  replacement  advised— five  years  ago! 
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Sleep-interfering 
anxiety  and  tension 
can  usually  be  relieved 
with 

EQUANIL* 

(meprobamate)  Wyeth 


Cautions:  Carefully  supervise  dose  and  amounts 
prescribed,  especially  for  patients  prone  to  overdose 
themselves.  Excessive  prolonged  use  may  result  in 
dependence  or  habituation  in  susceptible  persons— 
as  ex-addicts,  alcoholics,  severe  psychoneurotics. 
After  prolonged  high  dosage,  drug  should  be  with- 
drawn gradually  to  avoid  possibly  severe  with- 
drawal  reactions  including  epileptiform  seizures. 
Il^;,  Side  effects  include  drowsiness  and,  rarely, 

; allergic  or  idiosyncratic  reactions.  These  reac- 

tions, sometimes  severe,  can  develop  in  patients 
receiving  only  1 to  4 doses  who  have  had  no 
previous  contact  with  meprobamate.  Mild  reactions 
are  characterized  by  urticarial  or  erythematous 
maculopapular  rash.  Acute  non-thrombocytopenic 
purpura  with  petechiae,  ecchymoses,  peripheral  edema 
and  fever  have  been  reported.  Meprobamate  should  be 
stopped  and  not  reinstituted.  Severe  reactions,  observed  very 
rarely,  include  angioneurotic  edema,  bronchial  spasms,  fever, 
fainting  spells,  hypotensive  crises  (1  fatal  case),  anaphylaxis,  stomati- 
tis and  proctitis  (1  case)  and  hyperthermia.  Warn  patients  of  possible 
reduced  alcohol  tolerance.  Should  drowsiness,  ataxia,  or  visual  distur- 
bances occur,  dose  should  be  reduced.  If  symptoms  persist,  patients 
should  not  operate  vehicles  or  dangerous  machinery.  A few  cases  of 
leukopenia,  usually  transient,  have  been  reported  following  prolonged 
dosage.  Other  blood  dyscrasias— aplastic  anemia  (1  fatal  case), 
thrombocytopenic  purpura,  agranulocytosis  and  hemolytic  anemia- 
have  occurred  rarely,  almost  always  in  the  presence  of  known  toxic 
nts.  One  fatal  case  of  bullous  dermatitis  following  intermittent 
use  of  meprobamate  with  prednisolone  has  been  reported. 
Prescribe  very  cautiously  for  patients  with  suicidal  tendencies. 
Suicidal  attempts  should  be  treated  with  immediate  gastric 
lavage  and  appropriate  supportive  therapy. 

Contraindications : History  of  sensitivity  to  meprobamate. 

Composition:  Tablets,  200  mg.  and  400  mg.  mepro- 
bamate. Coated  Tablets,  Wyseals®  Equanil 
(meprobamate)  400  mg.  Continuous-Release 
Capsules,  Equanil  L-A  (meprobamate)  400  rng. 


Wyeth  Laboratories 
Philadelphia,  Pa. 
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Hospitals  Under  The  Fluoroscope 

Oi!K)N(;  tlie  first  hour  ((itiO  miles)  of  jet  flight  to  the  AMA  Clinical  Congress  at  Las  Vegas 
ill  Novenil)er,  a physician  from  a nearby  state  complained  to  me  that  ihe  hospital  where 
he  worked  was  inconveniently  located  lor  his  patients,  facilities  were  anticpiated,  admission 
was  difficult,  administrators  were  intolerable,  the  resident  staff  was  inadecpiate,  nurses 
were  unavailable— in  short,  nothing  was  good.  During  the  next  several  hundred  miles,  his 
complaint  took  a turnahout.  In  strong,  uncomplimentary  terms,  he  voiced  resentment  and 
com|jlete  disagreement  with  the  attitude  of  a committee  on  accreditation  which  had  in- 
formed him  tliat  his  hospital  was  no  longer  acceptalile  Iiy  current  standards,  but  he  wasn’t 
going  to  do  anything  aliout  it.  This  reaction  is  an  examjile  of  the  curious  desire  of  some  to 
(ling  to  the  status  cpio,  though  it  may  be  a borderline  ghetto,  even  while  federal  money  for 
improvement  is  readily  available.  Very  likely  it  is  understood  liy  psychologists. 

Despite  this  phenomenon,  in  the  last  decade  there  has  been  change  and  improvement. 
Now  modern  hospitals  often  have  no  more  than  2-4  jiatients  in  a room.  There  may  be  the 
niceties  of  air-conditioning,  faster  elevators,  privacy  of  lavatories,  choice  of  menu,  relaxed 
\ isiting  rules,  TV,  and  many  others.  Nevertheless  the  changes  have  not  kept  pace  with  new 
needs  and  demands  for  (piality  medical  care  that  rapid  advances  in  medical  science  and 
technology  can  now  provide.  Certainly  there  might  be  greater  provision  for  e(|uipment 
used  in  new  electronic  technicpies  of  diagnosis  and  monitoring.  New  designs  for  hospitals 
and  allied  facilities  are  necessary  to  accommodate  the  special  recpiirements  hjr  differing 
types  and  phases  of  patient  care.*  An  endeavor  should  be  made  to  make  available  within 
the  hospital  comjrlex  a variety  of  facilities  tailored  to  accommodate  the  changing  physical 
status  of  the  patient.  Surely  heated  bathing  pools  for  therapy,  kitchenette  living,  and  shop- 
ping arcades  for  the  convalescing  are  visionary  l)ut  not  entirely  inconceivable  for  future 
health  centers. 

Of  even  greater  urgency  is  the  need  to  give  projjer  direction  to  the  evolvitig  new  rela- 
tionships of  hospitals  to  medical  affairs  in  general.  There  is  ;i  widely  expressed  opitiion 
that  hosjtitals  have  responsibility  not  only  to  provide  comprehensive  community  health 
care  but  also  to  be  suitably  oriented  in  the  field  of  medical  educatioti.  Sitice  it  is  the  trend 
to  phtce  a high  degree  of  emphasis  on  hospital  experience  as  essential  to  preparation  for 
medical  practice,  this  hitter  function  should  be  given  considerably  more  attention.  Just  as 
we  need  not  only  doctors  and  administrators  but  also  engineers  ;ind  informed  architects  to 
assure  the  coustruction  of  maximally  functional  l)hysical  j)lants,  so  the  combined  efforts  of 
academic  leaders,  clinicians  and,  indeed,  the  enlightened  public  are  reipiired  to  bring  this 
valued  edunilioual  role  of  the  hospital  to  fruition.  One  example  of  this  need  is  apparent 
when  we  consider  the  large  number  of  graduates  of  foreign  medical  schools  who  come  to 
the  I'.S.  to  complete  their  training  in  our  hospitals.  In  1965  more  than  18,()()0  candidates 
took  ECFMG  examinations  with  such  potentiality.  In  many  of  our  hcaspitals  today  the 
majority  of  the  resident  staff  studied  abroad.  Some  will  return  Uj  their  native  countries, 
others  will  remain  to  practice  here,  d o maintain  our  high  standards  of  training  of  physi- 
cians, new  technicpies  of  post-gradmite  and  continuing  education  pccssibly  em|doying  wide- 
spretid  inter-hospital  exchange  of  personnel  and  comlnning  of  re.sources,  .tjipear  to  be 
indie  ated. 

Orvan  \V.  IIkss,  m.i). 

* I.II  E-Dcc.  2.  I'JOti. 
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FROM  THE  GENERAL  MANAGER'S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards,  m.d..  General  Manager 

160  St.  Ronan  Street,  New  Haven,  Conn.  Josephine  P.  Lindquist 

Telephone  865  0587  Assistant  to  General  Manager 


SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 

Thursday,  December  8,  1966 

I.  Attendance 

Present  in  addition  to  the  Chairman,  Dr.  S.  J. 
Martin,  were:  Drs.  Hess,  Bradley,  Goldberg, 

Brandon,  H.  Caj^lan,  M.  Caplan,  Polivy,  Rogol, 
Grendon,  Abbot,  Spitz,  Hastings,  Shepard,  Ayres, 
Nolan,  Ciccarelli,  Cramer,  Fabro,  Grant,  Pelz  and 
Roch.  Also  present  were:  Mrs.  landquist,  Mr.  Vil- 
lano, Mr.  Chilcoat  (.\MA)  and  Dr.  Richards. 
Absent  were:  Drs.  Gardner,  Weise,  Sr.,  W.  Martin, 
Egan,  Petrie,  Wilson  and  Palomba. 

II.  Routine  Business 

Approval  of  Minutes 

As  printed  and  distributed,  it  was  VOTED  to 
approve  the  minutes  ol  the  meeting  of  November 
17,  1966. 

Life  Membership 

It  was  VOTED  to  approve  an  application  for 
Life  Membership  received  from  the  following 
Active  Member  of  the  Society: 

Frank  T.  Genovese,  Danbury  (FCMA) 

Appointment  to  Editorial  Committee  of  Journal 

It  was  VOTED  to  appoint  Joseph  L.  Belsky, 
Ridgefield,  a member  of  the  Editorial  Committee 
of  the  Journal,  to  replace  Fliigh  K.  Lena,  New' 
London,  resigned,  for  the  balance  of  tlie  1966-67 
term. 

Participant— Conference  on  Hospital  Infections 

At  the  request  of  the  Planning  Committee  for  the 
Conference,  it  was  VOTED  to  ask  Max  Caplan, 
Meriden,  to  participate  in  the  Conference  as  a 
CSMS  representative  chairing  one  of  the  program 
sessions.  Dr.  Caplan  has  been  serving  as  a member 
of  the  Planning  Committee  since  its  formation 
early  in  1966.  The  Conference  on  Hospital  In- 
fections will  be  held  at  Valle  Steak  House,  Hart- 
ford, April  12-13,  1967. 

III.  Old,  New  And  Special  Business 

Reporf— CSMS  Committee  on  Relative  Value  Study 

In  a November  17  letter,  addressed  to  Orvan 
W.  Hess,  President,  the  Chairman  of  the  CSMS 


Committee  on  Relati\e  Value  Study,  Stewart  P. 
Seigle,  informed  the  Council  of  current  and  pro- 
jected activities  of  the  Committee.  In  brief,  the 
letter  stated  that  the  Committee  has  been  “dor- 
mant” since  last  Spring;  has  not  been  pursuing  its 
study  of  possible  revisions  of  the  unit  values  as- 
signed to  certain  procedures  (to  be  recommended 
by  the  various  participating  sections  and  groups)  ; 
and  that  its  Chairman  feels  the  Committee  might 
well  be  disbanded  and  its  duties  taken  over  by  the 
Committee  on  Third  Party  Payments. 

Eollmving  considerable  discussion,  it  wais 
VOTED  to  accept  Dr.  Seigle’s  letter  (report)  as  in- 
formation only;  to  urge  the  Chairman  to  keep  the 
Committee  active,  at  least  until  the  next  Annual 
Aleetiug  of  the  House  of  Delegates;  and  to  request 
the  Committee  to  complete  the  w'ork  of  updating 
the  CSMS  Relative  Value  Schedule  (suggesting  ap- 
propriate changes  in  RV  units)  and  to  report  on 
same  to  the  Council  l)y  mid-February. 

Minutes— CSMS-Connecticut  General  Meeting  on  Medicare  B 

It  w’as  VOTED  to  receive  as  information  copies 
of  the  minutes  of  the  November  28  meeting  between 
CSMS  and  Connecticut  General  liaison  repre- 
sentatives on  the  Medicare  B program,  and  to  trans- 
mit this  information  to  the  House  of  Delegates.  It 
was  further  VOTED  to  request  the  CSMS  liaison 
representatives  to  draft  a ]iollcy  statement  on 
“medical  necessity”  for  Council  consideration,  sucli 
statement  to  include  application  of  that  term  to 
the  patient,  as  w'ell  as  to  the  physician. 

Report— Advisory  Committee  to  Commissioners  of  Welfare, 
Finance  and  Control 

It  was  VOTED  to  accept,  as  information,  a report 
filed  by  the  Advisory  Committee  on  tivo  meetings 
with  the  Commissioner  of  Welfare  at  which  w'ere 
discussed  plans  for  implementing  a Title  XIX 
program  of  Medical  A.ssistance  in  Connecticut,  with, 
special  reference  to  the  embodiment  of  the  Society’s 
policies  on  “usual  and  customary  fees,  as  de- 
termined at  local  level”  in  such  plans  for  imple- 
mentation. Pursuant  to  extended  discussion  of  the 
report,  it  was  VOTED: 

That  the  Council  reaffirm  the  Society’s  policies 
on  payment  of  physicians  on  the  basis  of  their 
“usual  and  customary  fees,  as  determined  at 
local  level”,  and  appoint  a special  committee  to 
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determine  what  legislation  will  be  necessary  to 
introduce  and/or  be  supported  at  the  itexi 
(ieueral  Assembly  to  implement  a Title  XIX 
progiam  ol  Medical  Assistance  in  Connecticut  in 
keeping  with  these  policies;  and 

That  the  Ccjuncil  appoint  this  special  com- 
mittee, to  be  chaired  by  the  President  of  the 
Society,  with  the  following  composition:  I'he 
State  Society  officers;  the  Chairmen  of  the  Com- 
mittees on  riiird  Party  Payments  and  State 
Legislation,  and  of  the  Advisory  Committee  to 
the  State  Commissioners  of  Welfare,  Finance 
and  Control;  the  Society’s  legislative  agent  and 
legal  counsel;  and  the  General  Manager;  and 
That  this  special  committee  meet  fortinvitli, 
and  rejiort  its  recommendations  to  the  Council 
at  a meeting  to  be  called  before  the  last  w'eek 
in  December. 

It  was  further  VOTED  to  rejiort  this  action  to 
the  House  of  Delegates. 

Discontinuance  of  CSMS-AMA  Direct  Wire  Service 

Having  learned  from  AMA  that,  after  December 
,S1,  1966,  the  full  costs  of  maintaining  and  operating 
the  TWX  ecpiipment  installed  at  the  headcpiarters 
Imilding  must  be  borne  by  the  Society  (AMA  was 
formerly  paying  for  rental) , it  was  VOTED  to  dis- 
continue the  Society’s  participation  in  the  TWX 
network  and  to  recpiest  AMA  to  arrange  to  have 
the  equipment  removed  from  the  premises  at  160 
St.  Reman  Street,  New  Haven. 

N.B.:  The  foregoing  is  a summary  of  the  proceed- 
ings and  actions  of  the  Conticil  on  December 
S,  1966.  Detailed  minutes  of  the  meetitig 
are  on  file  at  160  St.  Ronan  Street,  New 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 


PLACEMENT  OPPORTUNITIES 

PSYCHIATRIST  — full-time  for  small,  but  ex- 
panding psychiatric  inpatient  service  in  general 
hospital.  Short-term  therapy  provided  on  open 
ward.  Also,  Mental  Hygiene  Clinic  and  Day  Treat- 
ment Center  on  hospital  grounds  which  offer  con- 
tinuity of  care.  There  will  be  opportunities  for 
teaching  paramedical  personnel  and  inservice  pro- 
grams. Salary  dependent  on  qualifications.  Excel- 
lent fringe  benefits.  Apply:  Chief  of  Staff,  VA  Hos- 
pital, Newington,  Connecticut  06111. 

PEDIATRICIAN— Large  multi-specialty  group 
is  looking  for  fourth  man  for  the  Department  of 
Pediatrics  in  a large  city  in  Connecticut. 

SENIOR  PHYSICI.AN— Physician  with  training 
in  internal  medicine  needed  for  ward  physician  in 
a general  medical  ward  in  fully  accredited  State 


Veterans  general  medical  and  surgical  hospital.  Ex- 
cellent fringe  benefits,  including  furnished  house  or 
apartment  and  maintenance,  when  available,  at 
low  cost.  Salary  range:  ,■>], S, 010— 17,010.  Contact: 
E.  O.  Buetsch,  Personnel  Officer,  Veterans  Home 
and  Hospital,  Rocky  Hill,  Connecticut. 

HOUSE  PtIYSICLAN— Diversified  duties  in  135- 
bed  accredited  voluntary  hospital.  Connecticut 
license  rerpiired.  Monday  through  Friday  and 
every  other  Saturday  morning.  Salary;  |15,000 
yearly  plus  3-room  furnished  apartment.  Contact: 
Administrator,  Park  City  Hospital,  Bridgeport, 
Connecticut  06601.  Telephone:  Area  Code  203, 
368-0201. 

PLACEMENT  WANTED 

OBS-GYN— Board  eligible,  31  years  old,  seeks 
association  leading  to  partnershiji.  Whll  complete 
military  obligations  February  28,  1967.  Had  4 
yr.  residency,  fully  trained. 

R.ADIOLOCIST  — Board  eligible,  Connecticut 
license.  W’ould  like  to  do  locum  tenens  for  months 
of  January  and  February. 

ANYONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL  MAN- 
AGER’S OFFICE,  160  ,ST.  RONAN  STREET, 
NEW  HAVEN,  CONNECTICUT  06511. 


IMPORTANT  NOTICE 
Re:  Society-Sponsored  Overhead 
Expense  Plan 

Croup  Insurers,  Inc.,  New  Haven,  administra- 
tors of  the  Society-sponsored  Overhead  Expense 
Plan,  have  announced  another  reduction  in  rates— 
this  time  benefitting  enrolled  members  under  the 
age  of  40.  Effective  November  1,  1966,  premium 
charges  for  this  groiqr  will  go  down  ajjpreciably. 
Eor  example,  under-40  members  who  have  been 
paying  $165  annually  for  $1,000  of  coverage  per 
month  will  now  pay  only  $145,  and  comparable 
savings  will  be  realized  by  those  insured  for  lesser 
amounts.  Refund  checks  will  be  forwarded  shortly 
to  subscribers  who  have  already  paid  their  prem- 
iums prior  to  the  rate  reduction’s  effective  date, 
November  1. 

In  announcing  the  change,  the  Croup  Insurers 
agency  states:  “We  expect  to  continue  this  policy 
of  periodic  rate  review  in  the  future,  and  to  add 
new  benefits  to  the  Plan  whenever  experience  per- 
mits. To  our  knowledge,  we  are  offering  the  most 
comprehensive  overhead  expense  plan  available 
anywhere  but  it  is  our  goal  to  constantly  improve 
it.” 
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SUMMARY  OF  PROCEEDINGS 
HOUSE  OF  DELEGATES  - SEMI-ANNUAL  MEETING 

Berlin,  Connecticut  — December  8,  1966 


At  the  semi-annual  meeting  of  the  House  of 
eleeates,  December  8,  1966,  a considerable 

nount  of  business  was  transacted.  Among  the 
ore  important  items  were: 

The  1967  Budget 

As  recommended  by  the  Council,  it  was  voted  to 
aprove  a budget  for  the  coming  year,  and  to 
;sess  membership  clues  at  the  current  level  of 
30.00.  Barring  unforeseen  expenses,  it  is  expected 
lat  a modest  pay-back  to  reserves  depleted  from 
360-65  may  be  possible. 

Title  XIX  Program  Of  Medical  Association 

Recognizing  that  implementation  of  the  new 
'itle  XIX  program  of  Medical  Assistance  (author- 
ed by  P.L.  89-97)  will  have  substantial  effects  on 
oth  the  socio-economics  and  the  quality  of  medi- 
il  care  in  Connecticut,  the  House  voted  to  initiate 
n active  legislative  program  at  the  next  General 
assembly  to  protect  the  proper  interests  of  physi- 
ians  and  patients  alike.  Reaffirming  support  of  the 
olicy  of  reimbursing  practitioners  on  the  basis  of 
leir  “usual  and  customary  fee,  as  determined  at 
3cal  level’’;  of  “freedom  of  choice’’  by  all  con- 
erned  with  medical  care;  and  opposition  to  gov- 
rnment  control  or  interference  with  “the  practice 
f medicine  by  licensed  physicians  and  the  manner 
1 which  medical  services  are  customarily  pro- 
ided,”  the  Delegates  directed  the  Council  and 
ppropriate  committees  to  seek  to  achieve  these 
oals  in  the  implementation  of  the  Title  XIX  pro- 
ram. 

Report  Of  The  Council 

Presented  by  Stevens  J.  Martin,  Hartford,  Chair- 
nan,  the  House  accepted  a comprehensive  report 
m the  activities  of  the  Council  since  the  annual 
neeting  in  April.  Many  of  the  recommendations 
nade  in  the  report  constituted  the  bases  for  ac- 
ions  taken  by  the  Delegates. 


KEY  RESOLUTIONS  ADOPTED 

Recommended  by  the  Council,  the  House  voted 
to  adopt  three  resolutions  as  follows: 

I.  Subject:  Standards  Of  Eligibility  For 
Medical  Assistance 

Whereas:  The  stated  purpose  of  the  Congress  of 
the  United  States,  in  enacting  Title  XIX  of  P.L. 
89-97,  was  to  provide  for  the  tax-supported  financ- 
ing of  comjnehensive,  high  quality  medical  services 
only  for  those  persons  found  by  the  individual 
states  to  be  totally  indigent  and/or  “medically 
indigent’’;  and 

Whereas:  It  is  the  responsibility  of  the  legisla- 
tures of  the  individual  states  to  establish  standards 
of  eligibility  for  entitlement  to  benefits  under  such 
Title  XIX  programs  of  Medical  Assistance;  and 

AVhereas:  In  several  cases,  state  legislatures  have 
imprudently  established  standards  of  eligibility  at 
levels  which  entitle  as  much  as  50  per  cent  of  the 
general  population  (specifically.  New  York)  to 
such  benefits,  with  attendant  incalculable  but 
enormous  costs  to  all  taxpayers;  and 

Whereas:  The  Congress  has  already  recognized 
its  error  in  not  placing  limits  on  the  standards  of 
eligibility  for  Medical  Assistance  which  the  indi- 
vidual states  may  establish;  therefore  be  it 

Resolved:  That  the  House  of  Delegates  of  the 
Connecticut  State  Medical  Society  urge  the  1967 
General  Assembly,  in  enacting  statutes  to  imple- 
ment a Title  XIX  program  of  Medical  Assistance 
in  Connecticut,  to  seek,  to  accomplish  only  what 
is  intended  by  the  Congress,  and,  thereby,  to  estab- 
lish standards  of  eligibility  for  entitlement  to  bene- 
fits under  the  program  which  will  reflect  humani- 
tarian but  fiscally  prudent  definitions  of  indigency 
and  “medical  indigency”  in  this  State;  and  be  it 
further 

Resolved:  That  the  House  of  Delegates  direct 
the  Council  to  undertake  effective  legislative 
activities  toward  this  end  at  the  next  session  of  the 
General  Assembly. 
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II.  Subject:  Statutes  Implementing  Title  XIX 
(Medicaid)  In  Connecticut 

\Vhi;ri:as:  In  I'iile  X\'II1  of  IM..  89-97  (the 
Mrclicarc  Law),  there  appears  a disdaiiner  as  fol- 
lows: “Section  i8oi:  Xoihing  in  this  title  shall  be 
eonstniecl  to  anthori/e  any  Federal  ollicer  or  cin- 
j)loyee  tct  exercise  any  supervision  or  control  over 
the  ])ractice  of  medicine  or  the  manner  in  which 
medical  sercices  ate  provided.  . . and 

W'liKRKAs:  Lhe  purpose  of  this  disclaimer  is  to 
a,ssnie  that  the  implementation  of  Title  XVII I of 
P.L.  89-97  will  not  interfere  with  the  licensed 
physician’s  professional  judgment,  his  usual  and 
ctislomaiy  methods  of  jiractice,  his  relaticmshijr 
with  his  patients,  or  the  highest  cinality  of  medical 
services  he  is  competent  to  provide;  and 

W’liKRKAs:  It  is  the  stated  intent  of  the  (iongress 
that  the  recipients  of  medical  assistance  under 
Title  XIX  of  IM,.  89-97  (Medicaid)  shall  receive 
health  services  of  the  same  high  cpialitv  which 
the  general  jjnhlic  currently  receives;  theiefore  he 
it 

Rrsoi  VI 1):  That  the  House  of  Delegates  of  the 
(lonnec  ticut  State  Medical  Society  direct  the  (kmi- 
mittee  on  State  Legislation,  in  concert  with  the 
Society’s  staff  and  legislative  counsel,  to  have  intro- 
chic  eel  and  support  at  the  iphy  General  .Assembly  a 
hill  to  accomplish  the  following  purjroses: 

(a)  To  assure  that  no  pro\isions  of  the  statutes 
ini])lementing  the  Litle  XIX  (Medicaid)  program 
ol  medical  assistance  in  Gonnecticitt  can  he  con- 
strued as  authorizing  any  State  officer  or  emjjloyee 
to  exercise  any  control  over,  or  to  interfere  with, 
the  jiractice  of  medicine  hv  licensed  physicians  or 
the  manner  in  which  medical  services  are  cus- 
tomarily provided;  and 

(h)  'To  assure  that  no  |)ro\  ision  of  such  statutes, 
nor  any  directives  of  any  State  officer  or  employee 
based  on  such  statutes,  can  he  construed  as  author- 
izing any  indivichial  or  agency,  public  or  jirivate, 
to  exercise  any  control  over,  or  interfere  with,  the 
jiractice  of  medicine  by  licensed  ]ihysicians  or  the 
manner  in  which  medical  services  are  customarily 
jirovided. 

III.  Subject:  Education  Of  Physicians  For 
Family  Practice 

“Br,  It  Rksoiakd:  That  the  House  of  Delegates 
of  the  Gonnecticitt  State  Medical  Society  express 
the  ojiinion  that,  in  the  best  interests  of  the  Cion- 
necticut  jitihlic  and  the  Gonnecticut  medical  ]iro- 
lession,  the  .Medical  School  of  the  University  of 
Gonnecticut  should  include  in  its  curriculum  a 
program  oriented  toward  the  education  of  family 


doctors,  in  order  to  help  remedy  the  shortage  of 
such  doctors  in  the  State;  and  be  it  further 

Rksolved:  Lliat  a copy  of  this  resolution  he  sent 
to  the  Cfoveriior  of  Cionnectic til,  the  Dean  of  the 
University  of  (Connecticut  .Medical  School  and  the 
(Chairman  of  its  Board  of  'Trustees.” 

Report  Of  The  Officers 

On  behalf  of  all  (CS.MS  Officers,  Orvan  \V.  Hess, 
New  Haven,  Rre.siclent,  addressed  the  House  on  a 
number  of  pertinent  aspects  of  memhership  in  or- 
ganized medicine.  'The  full  text  of  Dr.  He.ss’  report 
follows: 

.Mr.  Si’kakkr,  Mk.mbers  and  (Miests  of  the  House 

c)E  Delegates: 

It  is  a pleasure  to  have  this  opportunity  to  come 
helore  you.  A great  deal  is  happening  in  medicine. 
In  the  time  allotled  to  me  I can  oidy  speak  c:>ut  of 
context  and  this  is  hazardous.  1 shall,  therefore, 
limit  my  remarks  to  a subject  of  current  signifi- 
cance to  you  and  particularly  to  all  members  of 
this  Society. 

.\s  1 have  travelled  about  the  state  during  the 
last  six  months  and  tried  tcj  lend  a sensitive  ear  tci 
what  physicians  are  talking  about  these  clays,  I 
have  often  heard  the  c|ue.stion  raised  as  to  just 
what  it  is  that  medical  organizations  are  doing  for 
their  members.  “I  pay  my  dues,”  a doctor  is  likely 
to  say,  “and  it  isn’t  at  all  clear  to  me  what  I get 
in  return.” 

This,  it  seems  to  me,  is  a very  fair  question  and 
one  deserving  of  a frank  and  honest  answer,  and, 
being  President  of  the  (Connecticut  State  Medical  j 
Society,  I would  like  to  try  to  offer  one. 

One  of  the  aims  of  your  Society,  as  expre.s.sed  in  | 
the  bylaws,  is  “to  extend  medical  knowledge  and  j 
advance  medical  science”  to  the  end  that  the  pro-  ; 
fession  can  better  serve  the  [tidtlic  needs.  Never 
content  with  the  status  cpio,  its  continucrus  evalu-  i 
at  ion  and  promotion  of  new  educational  tech-  ■ 
nicpies  and  its  support  of  research  are  of  in- 
estimable value  in  carrying  out  these  worthy  pur- 
looses.  j 

On  another  ]olane,  the  .\merican  Medical  .^.ssoci-  j 
alion,  which,  structually,  is  a federation  of  State  * 
and  County  Medical  Associations,  is  dedicaletl  to  | 
“promoting  the  science  and  ait  of  medicine  and 
the  betterment  of  public  health.”  This  entails  the 
responsibility  to  make  available  medical  care,  pre- 
ventive and  othenvise,  to  all  our  people.  More 
practically,  though,  as  events  have  dictated  since 
those  noble  words  were  written  over  a century  ago, 
a further  objective  of  the  .\M.\  today  is  “service 
to  the  professional  needs  of  mendters.” 
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But  a far  more  urgent  task  has  been  forced  upon 
the  leadership  of  the  AMA  and  the  State  Society  by 
the  increasing  intrusion  of  government  in  the  field 
of  health  care— a development  threatening  for  de- 
cades and  a reality  today.  How  to  deal  with  this 
growing  challenge  is  a vital  test  of  our  wisdom  as 
medical  leaders,  our  solidarity  as  a profession,  our 
courage  as  physicians. 

This  is  an  entirely  new  battle,  this  first  step 
totvard  tvhat  many  term  socialized  medicine.  It  de- 
mands new  strategy.  We’ll  have  to  engage— become 
involved— to  use  the  idiom  of  the  day,  if  we  are  to 
check  this  advance,  contain  the  movement  and 
give  it  proper  direction.  This  is  indeed  an  aspect 
of  our  work  considerably  removed  from  the  higher 
principles  of  organized  medicine— so  more  on  that 
later  while  we  return  to  the  question  of  “what 
membership  in  medicine  is  doing  for  me.’’ 

As  we  view  how  the  Society  helps  “to  extend 
medical  knowledge”  and  ser  e the  “professional 
needs  of  members”  tve  see  a fascinating  picture 
emerging  of  countless  activities,  countless  accom- 
plishments at  the  national  level,  at  the  regional 
level  (meaning  in  New  England),  and  on  State  and 
County  levels  by  many  physicians,  all  giving  of 
their  time,  energies,  and  talents  to  try  to  achieve 
these  goals  for  the  good  of  the  physician  members 
and  the  public. 

I have  just  returned  from  the  AMA’s  20th  Clini- 
cal Convention  in  Las  Vegas,  as  have  your  Presi- 
dent-elect, Dr.  Bradley  and  the  Society  delegates  to 
the  AM.\,  Dr.  Caplan,  Dr.  Dean,  and  Dr.  Gardner. 
There,  were  gathered  many  of  the  most  outstand- 
ing: medical  and  scientihc  minds  in  the  world,  shar- 
ing  tdth  us  the  rich  lode  of  their  accumulated 
clinical  experiences,  knowledge,  acquired  expertise 
in  their  special  fields.  In  few  other  places,  and  in 
no  other  way,  possibly,  could  any  private  practi- 
tioner hnd  presented  so  much  helpful  information 
in  so  short  a time. 

In  addition  to  the  postgraduate  programs  and 
clinical  workships  we  witnessed  demonstrations  of 
sophisticated  new  electronic  equipment  for  data- 
analysis,  diagnosis  and  therapy  which  may  become 
standard  office  equipment  in  the  near  future.  And, 
of  course,  we  came  away  hlled  with  ideas  and  sug- 
gestions and  information  acquired  at  roundtables 
and  in  private  conversations  with  colleagues  from 
all  over  the  country— men  who,  like  ourselves,  are 
dedicated  to  advancing  medical  science. 

Certainly,  none  of  us  as  individuals  nor  even  as 
a state-wide  group  could  have  organized  and  oper- 
ated a clinical  convention  of  such  magnitude  and 
importance.  Only  a national  organization,  drawing 
its  strength  from  the  State  Societies  and  its  indi- 


vidual members,  could  put  on  this  impressive  dis- 
play of  medical  accomplishments.  Yet,  it  is  only  a 
single  manifestation  of  the  AMA’s  credo  of  “pro- 
moting the  science  and  art  of  medicine”  and  serv- 
ing “the  professional  needs  of  members.”  And  it 
goes  on  year  after  year. 

Organized  medicine,  and  we’re  still  speaking 
about  the  national  level,  develops  policies  and  pro- 
grams which  form  the  cornerstone  of  our  profes- 
sion, not  the  least  of  which  are  those  dealing  with 
medical  ethics,  medical  education  and  medical 
service.  Our  entire  practice  of  medicine  and  our 
own  continuing  development  as  competent  physi- 
cians in  an  age  of  fast  moving  technology  are  tied 
in  with  these  policies. 

I mention  this  because,  as  we  all  realize,  medi- 
cine, as  any  profession  in  the  public  sphere,  must 
have  a guiding  set  of  operating  principles,  con- 
stantly updated  to  adjust  to  a changing  socio- 
economic climate  and  to  new  scientihc  discoveries. 
This  updating  is  absolutely  necessary  if  we  want  to 
assure  that  American  medicine  is  the  best  in  the 
world.  However,  you  and  I cannot  do  this  alone; 
we  need  strong  organizations  with  maximum  physi- 
cian understanding  and  member  participation.  By 
the  same  token,  never  before  has  the  individual 
doctor  had  greater  need  to  belong. 

What  is  emerging  here  is  a picture  of  organized 
medicine  as  the  collective  advocate  of  the  physician 
and,  indirectly,  of  the  public.  Organized  medicine 
is  in  part  the  lookout  in  the  crow’s  nest  watching 
for  dangerous  trends,  but  it  is  also  the  beacon  to 
help  direct  the  medical  profession  past  the  treach- 
erous shoals  through  which  our  progress  as  a pro- 
fession and  independence  as  physicians  are  passing. 

And  here  is  a question  of  my  own  which,  I think, 
is  fair  and  deserving  of  a frank  answer.  Who 
among  us,  as  individuals,  has  the  time  and  the  in- 
clination to  serve  as  watchdogs  for  the  profession, 
on  guard  against  the  trespasses  of  overzealous  legis- 
lators and  wild-eyed  social  innovators  in  the  held 
of  health  care?  Who  among  us,  by  himself,  is  ex- 
pert enough  to  detect  trouble  spots  and  mount  a 
counter  attack  before  there  is  interference  with  the 
free  practice  of  medicine? 

Which  of  us  could— or  would— have  taken  the 
time  from  his  schedule  to  journey  alone  to  Wash- 
ington to  hght  the  battle  against  Medicare,  an  up- 
hill struggle  which  might  have  ended  in  a stale- 
mate save  for  the  mood  of  Congress  and  the  over- 
whelming votes  at  the  command  of  the  Adminis- 
tration? How  many  of  us  would  have  been  knowl- 
edgeable enough  and  persistent  enough  in  this 
effort  as  to  stay  Avith  the  legislation  until  some 


Volume  31,  No.  1 


61 


reasonable  safeguards  for  the  medical  profession 
were  written  into  the  act? 

d'he  obvious  answer  to  all  these  questions  is,  of 
course,  very  very  few.  No  physician  is  sensibly  asked 
to  take  on  tasks  of  such  potential  consequence 
singlehandedly.  But,  we  can  do  it,— you  and  I— 
through  the  medium  of  organized  medicine,  as 
active  dues-paying  members  in  our  county  asso- 
ciations, State  Society,  and  American  Medical  Asso- 
ciation. 

Active  support  is  imperative;  and  active  member- 
ship ])articij)ation  is  indispensable.  Without  it 
organized  medicine  would  cease  to  exist  or,  at  best, 
become  weak  and  ineffective,  a faint  voice  shouting 
into  the  wind. 

I'o  be  an  effective  member  of  the  profession  no 
one  asks  that  each  doctor  take  stvord  in  hand  and 
charge.  It  is  not  retjuired  that  everyone  be  an 
activist.  To  those  who  are  anxious  to  serve  in  some 
area  of  organizational  responsibility  I can  only  say 
knock— the  door  is  always  open.  To  all  others,  I 
urge  them  to  get  behind  us— we  need  their  supj)ort 
and  strength. 

I felt  I had  such  support  when  T attended  the 
White  House  Conference  of  medical  leaders  on  the 
eve  of  the  implementation  of  Medicare.  I was  there 
to  learn  for  our  membership  just  what  steps  the 
Department  of  Health,  Education  and  Welfare  and 
the  .Social  .Security  Administration  were  taking  to 
make  this  program  “go.”  Among  other  things,  I 
picked  iqt  some  hints,  as  did  other  medical  leaders 
from  around  the  country,  of  the  trotibles  we  might 
anticipate  from  departmental  interpretation  of  the 
^^edicare  and  Medicaid  laws. 

As  I returned  from  my  visit  to  the  ^Vdiite  House, 
and  an  audience  with  the  President,  I found  myself 
aware  of  increasing  appreciation  of  the  foresight 
shown  by  our  Council  and  this  Hotise  of  Delegates 
in  establishing  a Committee  on  Medicare-Medicaid 
Exj)erience,  several  months  earlier,  to  evaluate  these 
problems  for  us  and  to  make  recommendations  con- 
cerning their  solution. 

Dr.  Bradley  has  also  helped  to  foster  the  aims 
of  the  .Society  in  his  role  as  President-elect.  Ele  at- 
tended, as  I did,  the  AMA  Public  Relations  Insti- 
tute and  the  State  Officers’  Conference  in  Chicago 
in  Attgust  and  submitted  his  impressions  and  obser- 
vations in  a thoughtful  and  comprehensive  report 
to  the  Council.  Let  me  add  parenthetically  that 
these  reports  are  not  presented  as  light  reading  to 
the  Council  members  and  then  filed  away.  Such 
reports  are  useful  and  often  help  the  Council  to 
formulate  policies  which  may  benefit  all  physicians 
in  the  State. 


Some  may  look  upon  such  traveling  around  by 
our  officers,  AM.\  Delegates  and  others,  as  so  much 
political  junketing,  but  I can  assure  you  that  this 
is  not  the  case.  The  reports  I have  mentioned 
briefly- and  many  like  them— have  contriltuted  im- 
measurably to  the  better  understanding  of  our  col- 
leagues in  Connecticut  of  the  problems  which  may 
originate  in  far  off  places  but  eventually  come  to 
roost  in  our  own  bailiwick.  I do  not  mean  to  dwell 
on  the  importance  of  meetings  and  reports— which 
demand  considerable  time  away  from  practice— but 
I think  it  only  proper  to  point  out  that  the.se  ac- 
tivities are  undertaken  by  your  elected  leailers  as 
a voluntary  service  to  our  members  and  in  the  in- 
terests of  the  profession. 

"S'et,  one  may  still  ask  the  question,  “what  do  I 
get  for  my  dues?”  Again,  I turn  briefly  to  the 
.AM.\.  AVith  its  resources  it  maintains  23  specialty 
sections,  from  Anesthesiology  to  Urology,  for  your 
continuing  medical  education  which  help  you  to 
keejj  iqj-to-date  on  progress  in  your  particular  field 
through  articles  published  in  JAM.A  and  the  asso- 
(itttion’s  10  medical  specialty  journals. 

But  this  is  by  no  means  the  end.  It’s  more  like  the 
beginning.  Before  you  even  learn  of  the  existence 
of  a netv'  dritg  in  your  office,  you  can  be  almost  sure 
that  the  AM.A’s  Council  on  Drugs  has  given  it  care- 
ful scrutiny.  In  the  war  on  medical  quackerv,  the 
AM.\  cooperates  closely  with  the  Department  of 
Health,  Education  and  Welfare  and  the  Food  and 
Drug  Administration.  Toward  the  goal  of  high 
quality  in  medical  education,  the  AMA  works 
hand-in-hand  with  the  Association  of  American 
Medical  Colleges.  In  the  halls  of  Congress,  AMA 
reiuesentatives  are  constantly  keeping  a watchful 
eye  on  health  legislation— evaluating  it— and  taking 
action  to  support  what  is  good,  oppose  what  is  bail, 
and  standing  ready  at  all  times  to  advise  lay  legis- 
lators on  professional  matters. 

In  these,  and  a liundred  other  areas,  the  Ameri- 
can Medical  Association  attempts  to  give  its  mem- 
bers the  kind  of  policy-based  representation  which 
we  might  all  like  to  give  ourselves— if  only  we  had 
the  time,  or  the  knowledge,  or  the  opportunity. 
This  service,  I submit,  is  not  a benefit  of  member- 
ship which  can  be  held  in  the  hand  or  deposited  in 
the  bank— but  it  is  a most  important  benefit  none- 
the-less. 

'What  I have  just  said  about  activities  of  the 
AM.\  apply,  in  large  measure,  to  our  activities  at 
state  level— those  of  the  Connecticut  State  Medical 
Society.  As  an  example;  How  many  times  have  you 
heard  a colleague  say  that  “the  Welfare  Depart- 
ment ought  to  do  so-and-so”,  or  that  “the  General 
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When  the  otherwise  normal,  healthy  patient  complains 
of  discomfort  and  backaches,  many  doctors  suggest  a 


Sealy  PosturepediC  mattress 


/ou  find  backache  brought  on  by  poor  sleeping  posture, 
nsider  the  experience  many,  many  doctors  and  patients 
ve  had  with  Sealy  PosturepediC.  In  countless  cases,  they 
have  found  PosturepediC  truly  helps  be- 
cause it  provides  essential  firm  support. 


Sealy  PosturepediC  is  designed  in  cooperation  with  lead- 
ing orthopedic  surgeons  for  good  sleeping  posture.  Its 
firmness,  providing  the  kind  of  support  acknowledged 
most  beneficial,  helps  keep  the  spine  in  line  and  tends  to 
reduce  muscle  tension. 


NOW!  SPECIAC  PROFESSIONAL  DISCpupiON  POSTUREPEDIC 


As  a doctor,  you  are  invited  to  take  advantage  of  a 
professional  discount  on  the  Sealy  PosturepediC. 

vi/e  believe  your  personal  use  \wiil  convince  you 
of  the  Posturepedic’s  distinctive  benefits  and,  we 
would  hope,  merit  your  valued  recommendation. 

The  professional  discount  represents  a saving  of 
$39  per  set  over  the  regular  retail  price  for  mat- 
tress and  foundation.  Limited  to  one  full  or  two 
twin  size  sets. To  place  your  order,  mail  this  coupon,  to  Sealy  Mattress 
Company,  Oakville,  Conn. 
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$159.00  per  set  (add  state  tax) $120.00 


PosturepediC  in  Foam  Rubber  $159.00  per  set 

(add  state  tax) $120.00 
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□ Enclosed  is  my  check.  Please  send  the  Sealy  PosturepediC  set(s) 
indicated  below.  (To  be  delivered  by  my  nearest  Sealy  dealer.) 
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□ 2 Twin  Size 


Check  your  preference: 
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□ Please  send  me  additional  information  about  professional  dis- 
counts on  Sealy  PosturepediC  mattresses. 


SEALY  MATTRESS  CO.,  OAKVILLE,  CONN. 
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Asseml)ly  ought  to  turn  down  such-and-sudi  a 
bill”?  And  yet  the  unvarnished  truth  is  that  lew 
physicians  who  seem  to  hold  such  strong  opinions 
on  these  matters  ever  get  to  talk  to  the  Welfare 
Commissioner  personally  or  are  tlisposed  to  put  in 
an  appearance  at  Hartford  to  make  their  point  with 
our  local  legislators.  For  whatever  their  reasons, 
they  often  seem  inclined  to  “let  George  do  it”,  and 
I am  happy  to  report  that  there  is  a “Cieorge”  to 
speak  and  act  on  their  behalf— in  fact,  tpute  a num- 
ber of  “Georges”.  They  serve  with  diligence  and 
competence  on  our  standing  and  special  committees 
— Hospitals,  d'hird  Party  Payments,  Public  Health, 
Postgraduate  Education,  Jf)int  Conference  with  the 
Bar  and  with  Pharmacy,  to  name  just  a few. 

.\nd  then  there  is  the  staff— the  people  who  handle 
much  of  the  routine  work  of  the  Society  and  assist 
the  officers  and  committee  members  in  the  perform- 
ance of  their  duties.  We  must  all  realize  that  the 
business  of  the  Society  does  not  stoj)  when  our 
meetings  are  over  and  our  decisions  recorded.  Most 
of  us  then  return  to  our  vocation— the  practice  of 
medicine— and  yet  what  we  have  said  and  done 
would  be  without  tangible  effect  unless  it  is  imple- 
mented fully  through  appropriate  channels  by  the 
members  of  our  staff.  I pay  personal  tribute  to  all 
of  them,  and  I feel  that  such  recognition  is  richly 
deserved. 

The  State  Society  derives  its  strength  from  the 
component  county  medical  associations.  County 
members  serve  as  Councilors,  as  state  officers,  as 
Delegates  to  the  AM.\,  on  our  committees,  and  as 
official  representatives  to  important  national  con- 
ferences and  seminars.  It  is  clear,  therefore,  that  this 
county-state  federation  provides  an  admirable 
mechanism  through  which  the  collective  attitudes 
and  thoughts  of  all  our  members  on  a given  sub- 
ject—both  majority  and  minority— can  be  advanced 
at  meetings  of  the  Society’s  Ciouncil,  its  House  of 
Delegates,  and  beyond— to  the  AMA. 

To  foster  this  representative  system,  the  State 
officers  planned  and  conducted  a Coiderence  of 
County  Medical  Association  Officers  in  September, 
d'he  purpose  of  the  Conference  was  to  find  out  how 
we,  as  medical  leaders,  coidd  do  a better  job.  We 
explored,  in  four  workshop  groups,  such  basic  sub- 
jects as  the  jnirpo.ses  and  aims  of  medical  societies 
in  a changing  age,  liaison  between  medical  societies, 
membership  in  organized  medicine,  and  medical 
.society  policies. 

In  my  judgment,  the  Conference  was  eminently 
successful,  d'he  ideas  generated  were  at  once 
thoughtful,  imaginative,  practical,  and  very  much 
worthwhile.  The  enthusiasm  of  the  workshop  mem- 
bers was  great.  I believe  that  all  of  us  felt  that  we 


had  come  upon  a useful  device  to  improve  the 
effectiveness  of  organized  medicine. 

In  jjursuit  of  this  desired  end,  we  plan  to 
schedule  a .second  conference  in  the  very  near  future 
for  the  purposes  of  determining  ways  to  implement 
the  numerous  fine  suggestions  ofiered  and  agreed 
upon  by  the  participants.  I believe  this  demon- 
stration of  the  willingness  of  county  and  state 
officers  to  seek  out  ways  to  solve  problems,  both  old 
ami  new,  is  yet  another  intangible  benefit  of  mem- 
bership in  organized  medicine. 

One  of  the  cogent  opinions  voiced  at  our  Con- 
ference was  that  the  .Society  should  continue  to 
devote  a substantial  amount  of  its  efforts  to  post- 
graduate education.  All  of  us  recognize,  I am  sure, 
that  op])ortunities  to  continue  our  learning  prcjcess 
are  abundant  in  the  United  States  — and  in  Con- 
necticut, yet  the  dwindling  attendance  noted  at 
most  of  these  programs  suggests  strongly  that  there 
must  be  better  ways  to  do  this  important  job. 

In  the  past  several  years,  our  Clinical  Congresses 
have  been  top-drawer  from  the  scientific  standpoint 
but  the  attendance  figures  have  been  disappointing. 
As  a consecjuence,  the  Committee  on  Postgraduate 
Education  has  decided  not  to  plan  a Clinical 
Ciongress  for  1967,  and  to  undertake  a study  of 
what  new  approaches  might  be  irsed  by  the  Society 
to  discharge  more  effectively  its  traditional  re- 
s])onsibility  “to  extend  medical  knowledge  and 
advance  medical  science.” 

It  is  clear  that  there  will  be  competition  in  this 
area  of  activity  from  many  sources— particularly 
from  government.  The  budget  before  you  today 
may  be  pretty  impressive  to  most— some  $200,000— 
but  the  lavishness  with  which  Federal  funds  are 
now  being  handed  out  makes  anything  under  seven 
figures  look  rather  anemic  by  comparison.  Never- 
theless, we  should  welcome  competition  from  all 
sources  and  strive  the  harder  to  maintain  a position 
of  leadership  in  the  educational  field. 

Another  opinion  voted  at  the  Conference  was 
that  socio-economic  matters  should  receive  even 
greater  attention  than  we  have  been  giving  them, 
d'he  patterns  of  medical  care  have  changed  radically 
in  the  past  decade  or  .so,  and  will  undoubtedly  be 
subject  to  further  alterations  in  the  foreseeable 
futture.  'Ehe  force  said  to  have  brought  on  these 
c hanges  is  the  public’s  demand  for  more  and  better 
health  services,  and,  despite  the  fact  that  private 
vcjiuntary  efforts  have  been  responsible  for  much  of 
the  medical  progre.ss  in  this  century  which  has  bene- 
fitted  the  American  people,  it  appears  that  they  are 
answering  the  political  call  to  turn  more  and  more 
to  go\ernment  to  meet  their  demands.  However, 
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social  changes  are  inevitably  accompanied  by  eco- 
nomic changes,  and  thus  we  find  that  government 
is  to  play  an  increasingly  greater  role  in  the 
financing— and  even  the  distribution— of  health  ser- 
vices. 

At  this  meeting,  you  ^\'ill  act  on  several  reports 
and  resolutions  ha\  ing  to  do  with  this  swelling  role 
of  government  in  the  socio-economics  of  medical 
practice,  and  I know  you  will  give  them  your  most 
careful  consideration.  It  is  rather  sad,  I think,  that 
the  philanthropy  we  have  demonstrated  over  the 
years  in  caring  for  the  less  privileged  is  tlestined  to 
become  a thing  of  the  past;  that,  in  fact,  we  are 
])ractically  prohibited  by  law  from  carrying  on  this 
worthy  tradition.  In  its  place,  we  are  being  asked  to 
negotiate  the  terms  of  our  services  and  to  bargain 
as  to  their  worth.  For  me,  at  least,  this  promises  to 
be  a distasteful  business,  and  yet  it  must  be  faced 
up  to  and  resolved. 

As  I have  said  before,  the  relatively  few 
“Georges”  of  the  .Society  must  try  to  do  the  best 
job  they  can  in  representing  all  their  colleagues 
when  they  are  discussing  these  matters  with  the 
governmental  officials  in  charge  of  the  various  pro- 
grams and  presenting  testimony  before  hearings  of 
the  Congress  and  the  General  Assembly.  To  dis- 
charge these  important  duties  with  intelligence, 
with  firmne.ss,  and  with  their  eyes  always  on  the 
primary  consideration  of  what  is  best  for  the 
jjatient,  these  men  will  need  every  resource  which 
we  can  make  available  to  them.  They  are  entitled 
to  have  onr  guidance,  our  moral  support  and  our 
financial  backing,  and  these  entitlements  will  not 
be  forthcoming  unless  we  are  assured  of  what  I 
have  made  the  central  theme  of  these  remarks— a 
full  membership,  an  informed  membershijj,  and  an 
active  membership,  at  all  levels  of  organized  medi- 
cine. 

Orvan  W.  Hess,  President 
New  Haven 


Psychotic  Student  In  College 

In  campus  folklore,  the  odd  or  eccentric  student 
always  turns  out  to  be  a genius,  but  this  often  isn’t 
the  way  it  really  happens. 

The  lonely,  disturbed  young  person  diagnosed  as 
a psychotic  faces  tough  odds  in  college,  says  a re- 
port in  a current  publication  of  the  American 
Medical  Association. 

Even  if  he  receives  psychiatric  treatment,  the  ill 
but  not  completely  disabled  psychotic  tends  to 


leave  school  before  graduation,  and  — with  some 
notable  exceptions  — makes  poorer-than-average 
grades. 

A five-year  study  at  the  University  of  Illinois, 
Urbana,  revealed  that  many  of  108  psychotic  stu- 
dents seen  at  the  university’s  student  health  service 
suffered  from  typical  characteristics  of  mental  ill- 
ness. They  lacked  persistence,  were  uncertain  about 
goals,  were  dissatisfied  with  the  curriculum,  and 
had  a “low  frustration  tolerance”  for  academic 
work. 

This  group,  most  of  whom  were  diagnosed  as 
schizophrenics  (“split  personalities”  in  popular 
jargon) , dropped  out  of  college  three  times  as  often 
as  a similar  group  of  randomly  selected,  non-psy- 
chotic  students.  ' 

There  were  exceptions,  however.  The  withdrawn, 
schizophrenic  sometimes  spends  much  of  his  time 
studying,  has  little  social  contact,  and  gets  excel-; 
lent  grades.  The  study  found  that  schizophrenics’ 
grades  were  widely  scattered  — they  performed' 
either  very  well  or  very  poorly.  The  majority  were, 
below  average,  but  a few  received  excellent  grades.- 

The  investigation  also  reinforced  what  some 
physicians  and  educators  have  long  believed:  that 
it  retpiires  considerable  effort  to  maintain  these 
students  in  college. 

Approximately  40  per  cent  of  the  108  psychotic 
students  required  hospitalization  during  their  en- 
rollment, and  about  half  received  medication. 

Psychotic  students  represented  only  six  per  cent 
of  the  patients  seen  by  the  university’s  mental 
health  division  during  a four-year  period,  yet  they 
took  up  20  to  30  per  cent  of  the  staff’s  time. 

The  investigators  raised  cjuestions  about  how 
worthwhile  college  enrollment  is  for  the  schizo- 
phrenic. With  a record  of  psychiatric  treatment 
while  in  school,  even  the  college  graduate  has  dif- 
ficulty getting  a job,  they  said. 

“The  study  indicates  that  some  schizophrenics 
are  capable  of  successfid  college  attendance,”  the 
authors  said.  Any  “reasonable  success”  of  schizo- 
phrenic students  justifies  the  effort  to  keep  them 
in  school,  they  said. 

The  authors  are  Theodore  A.  Kiersch,  M.D.  and 
Arthur  G.  Nikelly,  Ph.D.,  both  of  the  mental  health 
division  of  the  University  of  Illinois  Health  Service, 
Urbana.  Their  report  appears  in  the  July  issue  of 
the  Archives  of  General  Psychiatry,  published  by 
the  AMA. 
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In  Memoriam 


Letter  To  The  Editor 


Cofrances,  Louis  W.  — New  Haven;  Jefferson 
Medical  School,  1923.  Dr.  CoFrances  had  practiced 
medicine  in  the  New  Haven  area  for  over  40  years. 
He  was  an  Army  veteran  of  World  War  I.  Dr. 
CoFrances  was  on  the  staffs  of  the  Hospital  of 
St.  Raphael  and  the  Yale-New  Haven  Hospital.  He 
was  police  surgeon  for  the  City  of  New  Haven  in 
1925.  He  was  a member  of  the  New  Haven  City 
Medical  Society,  the  New  Haven  County  Medical 
Association,  the  Connecticut  State  Medical  Society, 
and  the  American  Medical  Association.  Dr.  Co- 
Frances  died  December  6,  at  the  age  of  67. 

Root,  J.  Harold  — Watertown;  Harvard  Medical 
School,  1918.  Dr.  Root  practiced  in  Waterbary  for 
over  40  years.  He  was  a veteran  of  World  War  I 
and  served  with  the  Army  Medical  Corps.  He 
was  a member  of  the  staff  at  Waterbary  Hospital 
for  20  years,  chief  of  pediatrics  from  1948  to  1953, 
and  chief  of  staff  from  1953  to  1954.  He  was 
associated  with  the  W^aterbnry  Visiting  Nurses  for 
22  years,  was  a former  chairman  of  the  state  chapter 
of  the  American  Academy  of  Pediatrics,  past  presi- 
dent of  the  Hezekiah  Beardsley  Pediatric  Club  and 
the  Waterbary  Medical  Association.  Dr.  Root  was 
chairman  and  a member  of  various  Connecticut 
State  Medical  Society  committees  over  the  years  and 
had  served  as  an  adviser  to  the  state  Welfare, 
Finance  and  Control  commissioners.  He  was  a mem- 
ber of  the  Waterbary  Medical  Association,  the  New 
Haven  County  Medical  Association,  the  Connecti- 
cut State  Medical  Society,  and  the  American  Medi- 
cal Association.  Dr.  Root  died  December  3,  at  the 
age  of  73. 


Doctor's  Office 


Ward  D.  Heinrich,  M.D.  and  Reginald  D.  Smith, 
M.D.,  announce  the  opening  of  an  office  for  the 
practice  of  diagnostic  radiology  at  24  Church  Street, 
New  Haven. 

Richard  Karpe,  M.D.,  announces  the  relocation 
of  his  office  for  the  practice  of  psychoanalysis  to 
236  Oxford  Street,  Hartford. 

Witold  Hawecki,  M.D.,  announces  the  opening 
of  an  additional  office  for  the  practice  of  psychiatry 
at  708  Farmington  Avenue,  Bristol. 

James  P.  Mooney,  M.D.  and  James  J.  Doheny, 
M.D.,  announce  the  relocation  of  their  office  for  the 
general  practice  of  medicine  to  299  Seymour 
Avenue,  Derby. 


Beginning  A Dialogue 

To  The  Editor: 

Dr.  Fleck  asks  in  the  October  issue  of  Connecticut  Medi- 
cine: "Can  a physician  deny  in  good  conscience  patient  in- 
formation, instruction  and  devices  for  family  planning  be- 
cause of  his  personal  beliefs  and  values?” 

I shall  not  presume  to  screak  for  my  Catholic  colleagues, 
but  my  impression  is  that  the  use  of  "devices”  by  Catholics 
and  their  prescription  by  Catholic  physicians  are  morally 
objectionable  if  by  device  is  meant  a "meclianical  contrivance 
for  some  purpose.”  (Webster’s) 

Dr.  Fleck’s  specific  question  opens  up  the  whole  subject  of 
the  inlluence  of  religion  on  a physician’s  ethical  code.  He,  as 
a psychiatrist,  knows  better  than  I about  these  values  and 
influences. 

The  Judicial  Council  of  the  A.M.A.  states:  “Ethical  prin- 
ciples are  basic  and  fundamental.  Men  of  good  conscience 
inherently  know  what  is  right  and  wrong.”  1 wish  I coidd 
agree;  I cannot.  Let  those  who  agree  follow  the  present  dis- 
cussion going  on  in  California  among  our  medical  colleagues 
regarding  liberalization  of  the  laws  on  abortion. 

It  seems  to  me  that  no  physician  should  allow  his  own 
values  to  prevent  one  of  his  patients  from  getting  medical 
advice  ethically  permissible  to  a good  part  of  the  medical 
profession.  But  he  is  not  required  to  advise  or  prescribe  con- 
trary to  his  own  moral  code.  If  his  ethical  values,  no  matter 
how  derived,  conflict,  he  should  refer  the  patient  to  someone 
else. 

We  physicians  have  not  stiHiciently  discussed  the  ethical 
implications  of  many  of  the  problems  we  are  encountering: 
al)ortion,  definition  of  life  and  death,  treatment  of  the  dying, 
artificial  insemination,  treatment  of  the  biological  “vege- 
table.” These  problems  transcend  our  present  codes  of  med- 
ical ethics;  they  are  part  and  parcel  of  the  culture  of 
society,  of  religion.  We  physicians  can,  and  to  me  should, 
initiate  such  discussion,  including  not  only  physicians,  hut 
professional  ethicists,  sociologists,  lawyers,  and  the  clergy. 

A great  problem  to  me  is:  how  much  pressure  should  a 
nrinority  or  majority  use  to  impose  its  moral  and  ethical 
values  on  the  whole  of  society?  Our  Constitution  has  put 
certain  rights  beyond  the  reach  of  the  State  and  of  a major- 
ity. It  recpiired  the  U.  S.  Supreme  Court  to  declare  Connecti- 
cut's ban  on  contracejJtion  an  infringement  on  a citizen's 
right  to  privacy. 

I hope  Dr.  Fleck’s  letter  has  begun  the  rational  dialogue. 

J.  Ai.fred  Fabro.  M.D. 

Torrington,  Conn. 


Letters  to  the  Editor  are  ivelcome  and  will  he  published 
for  informative  and  educational  purposes  as  space  permits. 
As  with  other  material  ivhich  is  submitted  for  publication, 
all  letters  will  be  subject  to  the  usual  editing.  Address  all 
correspondence  to:  The  Editor,  Connecticut  Medicine, 
160  St.  Ronan  Street,  New  Haven,  Connecticut,  06511. 
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Geriatric  Projects  For 

Prograni.s  to  prepare  people  for  their  later  years 
have  been  developed.  In  most  of  these  the  physi- 
cian plays  a leading  role  in  planning  and  adminis- 
tering the  program.  The  sttbjects  requiring  con- 
sideration have  been  lairly  well  delineated,  l ire 
lollowing  areas  are  generally  regarded  as  basic:  (a) 
financing  retirement-anticipatory  budget  planning 
and  consideration  of  income  supplements;  (b) 
health— the  worker’s  strengths  and  weaknesses  and 
his  lamily’s  health  situation  as  they  affect  finances, 
housing,  place  of  residence,  activities,  and  family 
relationships;  (c)  activities— a substitute  for  the 
job  activities  the  worker  can  afford,  and  replace- 
ments for  former  friends;  (d)  living  arrangements 
—desirable  or  necessary  changes;  (e)  family  rela- 
tionships—changes  in  patterns  of  family  life  in  re- 
tirement and  the  role  of  children  or  dependents. 

As  an  auxiliary  to  our  husband’s  Medical  So- 
ciety, not  being  physicians  ourselve.s,  we  are  limited 
in  our  abilities— yet— limited  as  these  are,  they  may 
still  cover  many  siiheres.  A most  important  field  in 
which  we,  the  Auxiliary  can  be  helpful  is  the  field 
of  education  for  healthful  living.  Ciood  health  edu- 
cation to  be  most  effective  in  later  years  should  be 
started  early  in  life.  Starting  with  pre-K-12th 
grade,  we,  the  jjhysician’s  wives  should  insist  that 
our  schools,  public,  parochial,  and  private,  have 
good  health  cirricula  with  esjiecially  trained  jjct- 
sonnel  to  do  the  teaching.  Thus,  a child  will  be 
taught  what  healthful  living  is  in  every  phase  of 
life.  The  A.M.A.  brochure  “Why  Health  Educa- 
tion.^’’, clearly  delinates  what  is  and  what  is  not 
considered  good  health  educatioji  by  the  A.M.A. 
and  the  N.E.A.  As  a nutritionist,  I know  that 
basically  the  nutritional  requirements  for  the  aged 
are  essentially  the  same  as  that  for  the  younger 
adult.  With  the  recognition  that  the  caloric  re- 
quirement decreases  with  age,  one  need  not,  in  the 
light  of  our  present  knowledge,  alter  the  dietary 
pattern.  One  must  be  cognizant  of  the  fact  that  the 


The  A.M.A.  Auxiliary 

I 

metabolic  status  of  the  aged  is  the  end-result  of  f 
previous  experiences  and  that  optimum  nutrition  ' 
should  be  started  in  the  pre-natal  months  and 
maintained  throughout  life. 

W^eaiiness  and  boredom  in  oldsters  are  invited 
by  lack  of  motivation  reflecting  a sense  of  values. 

I his  becomes  more  and  more  important  with  ad- 
vancing years.  I’hey  are  portrayed  in  the  habits  of  i 
older  persons.  I herefore,  establish  good  habits  ' 
early. 

.Vs  lot  sjiecific  suggestiotis,  I make  mention  of 
the  two  projects  best  known  to  Auxiliary  mem- 
bei s,  they  ;ire.  Meals  on  W^heels,”  with  or  with- 
out friendly  visits,  and  “Homemaker  Services.’’ 

lo  supplement  these,  .Auxiliary  members  should 
organize  and  implement  conmumity  health  infor- 
mation meetings  or  forums  in  their  communities. 
.An  excellent  film  for  such  a meeting  of  aging  citi- 
zens is  T he  C.ritical  Decades.”  It  is  a fdm  on  grow- 
itig  older,  developed  for  persons  in  the  middle 
years.  It  emphasizes  the  need  to  develop  a health  ; 
maintetiance  program  in  the  years  between  40  and 
()0  in  (nder  to  help  prevent  illness  or  disability  in 
later  years;  it  shows  ways  in  which  the  physician 
c;in  eticourage  persons  iti  this  age  group  to  seek 
pieventive  care  when  they  are  iti  apparent  good 
health.  It  can  be  obtained  from  the  Center  for 
Mass  Communication  of  Columbia  University  i| 
Press,  1125  .Amsterdam  .Avenue,  New  York  N V ii 
10025.  !l 

I he  A.M..A.  publishes  a monthly  fact  sheet  en- 
titled, “More  Life  for  Your  Years,”  which  .Auxili- 
ai  ies  might  endeavor  to  publicize  more  widely.  In 
addition  the  .A. ALA.  and  the  State  Departments  of 
Health  have  fdms  aiul  materials  on  early  detection  i 
id  T Ij  and  other  disabling  illness  such  as  diabetes, 
aitlnitis,  and  heart  disease.  Afedical  cpiackery,  it’s 
ever  jiresence  and  danger  must  be  brought  to  the  ' 
attention  of  older  persons.  It  thus  becomes  quite 
obvious  that  all  of  this  requires  adequate  health 
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education  in  the  yonnger  years  as  well  as  in  adult 
life. 

As  Dr.  Edward  L.  Bortz  stated  in  his  article  on 
‘Stress  and  Exhaustion,”  ‘‘Man’s  greatest  battle  is 
that  of  his  emotional  life.  Old  age  is  the  surplus 
af  hope  over  despair,  of  love  over  indifference,  of 
motive  over  resignation.” 

Presented  by  Mrs.  Dewey  Katz,  Eastern  Region 
Chairman  of  the  A.M.A.  Woman’s  Auxiliary  at  the 
Twentieth  Annual  Conference  Woman’s  Auxiliary 
to  the  Pennsylvania  Medical  Society,  April  21, 
1966,  Harrisburg,  Pennsylvania. 
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CLASSIFIED  ADVERTISING 

$9.00  for  25  words  or  less; 

$13.00  for  50  words;  20^  for  each  additional  word. 

50(j:  extra  if  keyed  through  CONNECTICUT  MEDICINE 

PAYABLE  IN  ADVANCE 

Closing  Date  for  copy:  10th  of  month  PRECEDING 
date  of  issue. 


ELDERLY  PSYCHIATRIST,  preparing  to  retire,  has  attrac- 
tive office  space  available.  Excellent  location  on  East  side  of 
Bridgeport.  Call  Bridgeport  334-2755  or  write  D.P.G.,  c/o 
Connecticut  Medicine. 


FOR  S.VLE:  One  200  milliamphere  X-ray  machine,  Picker 
console,  rotating  anode,  Norelco  motorized  table  and  Fluoro- 
scope.  Also,  two  stainless  steel  whirlpools,  one  for  arm,  leg 
and  hip,  42"  x 20"  x 28"  deep,  with  stool.  Another  for  Arms, 
28"  X 15"  .X  25".  Both  Ille  Whirlpools.  Other  physical  ther- 
apy equipment  for  sale,  as  well.  Best  offer.  Write  to:  N.M.A., 
c/o  Connecticut  Medicine,  160  St.  Ronan  Street,  New  Haven, 
Connecticut  06511. 


FOR  RENT-FAIRFIELD,  CONNECTICUT  Medical  Offices, 
in  a one  story  brick  building,  center  of  town,  completely 
equipped,  air-couditioned,  ample  parking.  Write  A.A.,  c/o 
Connecticut  Medicine,  160  St.  Ronan  Street,  New  Haven, 
Connecticut,  06511. 


RESIDENT— Professional  space  available  suitable  for  physi- 
cian or  dentist.  3 room  apartment  adjacent  to  professional 
space  in  Stratford's  newest  93  tenant  Itixury  apartment  build- 
ing located  close  to  Route  lA,  Conn.  Thru  Way  and  Merritt 
Parkway.  Will  partition  to  suit  doctor's  needs.  Rental  agent 
on  premises  1:00  to  5:00  P.M.  Rental  Office  Stratford  375-2044 
or  Mildred  S.  Higgins,  Inc.,  New  Haven  772-1200. 


1967  MEETINGS 

January  17-19— New  England  Postgraduate  As- 
sembly will  be  held  at  the  Statler-Hilton 
Hotel,  Boston,  Massachusetts. 

March  30—  183rd  Annual  Aleeting  of  New 
Haven  County  Medical  Association  will  be 
held  at  VVaveiTy  Inn,  Cheshire,  Connecticut, 
at  3:30  p.m. 

April  12-13— Seminar  on  Hospital  Infections  in 
Connecticut  jointly  sponsored  by  Connecticut 
State  Medical  Society,  Connecticut  Hospital 
Association,  Yale  Medical  School,  Connecticut 
State  Department  of  Health  and  the  Com- 
municable Disease  Center  of  the  Public 
Health  Service  at  Valle’s  Steak  House,  Hart- 
ford, Connecticut. 

April  25-27— 175th  Annual  Meeting  of  the  Con- 
necticut State  Medical  Society  to  be  held  at 
the  Hartford-Hilton  Hotel,  Hartford. 
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It  works 


Around  The  State 


NEW  BOOKS  IN  REVIEW 


New  Haven  County 
Board  Of  Governors,  New  Haven 
County  Medical  Association 

The  Board  of  Governors  of  the  New  Haven 
County  Medical  Association  met  at  the  Colonial 
House,  in  Hamden,  on  December  1,  1966  to  pre- 
pare for  the  semi-annual  meeting  of  the  House  of 
Delegates  of  the  Connecticut  State  Medical  Society, 
in  Berlin,  on  December  8,  1966. 

Our  Councilor,  Dr.  Frank  Abbot,  reviewed  the 
latest  meeting  of  the  Council,  and  our  A.M.A. 
Delegate,  Dr.  Max  Caplan,  that  of  the  A.M.A. 
House  of  Delegates  in  Las  Vegas,  November  28th, 
29th  and  30th,  1966.  (Incidentally,  Dr.  Caplan  left 
there  by  plane  at  1:30  A.M.  to  enable  him  to  arrive 
in  the  East  in  time  to  preside  at  onr  Board 
meeting  on  December  1st)  . Through  the  dedica- 
tion of  such  officers  we,  in  this  County,  are  made 
aware  of  the  current  problems  of  the  medical  pro- 
fession. This  implementation  is  reflected  in  the 
participation  of  our  members  on  the  State  level. 

Another  feature  was  the  talk  by  Bernard  R. 
Hammons  of  Hammons  Associates,  of  Hartford, 
on  the  misunderstanding  and  confusion  created 
by  the  changes  that  have  taken  place  politically  and 
economically  in  the  last  twenty-one  years  with  the 
reduction  of  the  glamour  which  once  attended  those 
in  the  practice  of  medicine.  He  offered  plans  to 
counteract  this  situation.  The.se  will  be  studied  by 
our  Public  Relations  Committee  to  be  reported 
at  the  next  meeting. 

The  usual  social  hour  and  dinner  for  the  mem- 
bers of  the  Board  and  our  guests  followed.  Dr. 
Israel  S.  Otis,  of  Meriden,  a former  President  of 
the  New  Haven  County  Medical  Association,  re- 
cently retired  from  practice,  was  our  guest  of  honor. 

Respectfully  submitted, 

H.  A.  Levin,  m.d..  Clerk 


If  you  change  . . . 

YOUR  ADDRESS 

Send  your  change  of  address  to 

CONNECTICUT  MEDICINE 
160  St.  Ronan  Street 
New  Haven,  Connecticut  06511 


CONTROVERSY  IN  INTERNAL  MEDICINE.  Edited  by 
Franz  J.  Ingelfinger,  M.D.,  Arnold  S.  Reiman,  M.D. 
and  Maxivell  Finland,  M.D.  The  W.  B.  Saunders  Co., 
Philadelphia  and  London,  1966.  679  pp.  $14.50. 

Reviewed  by:  I.OUIS  H.  NAHUM 

— Eailh  must  have  been  great  since  the  facts  are  weak  — 

If  doctors  have  been  under  the  impression  that  treat- 
ment of  many  diseases  are  clear-cnt,  the  data  relevant  and 
conclusive,  they  have  another  thought  coming  as  this  book 
on  controversy  dearly  portrays.  It  points  out  that  much  of 
our  decisions  are  based  upon  an  opinion,  a frame  of  mind 
that  may  he  deprecated  as  tradition-hound  and  emotion- 
ridden. 

This  hook  with  its  72  contributors  and  three  editors  shows 
as  a fact  that  in  the  practice  of  medicine,  strong  opinions 
in  many  areas  are  held  and  taught  in  the  absence  of  adequate 
data.  For  example  in  the  question  of  treatment  of  peptic 
ulcer,  it  reveals  that  there  are  no  more  than  a handful  of 
adequately  controlled  objective  studies  in  general  and  only 
one  of  these  deals  specifically  with  diet.  In  the  cjuestion  of 
using  anticoagulant  therapy  in  treatment  of  myocardial 
infarction  and  prophylaxis  of  cardiovascular  disease,  an  im- 
portant British  editor  is  opposed  whereas  90  percent  of 
physicians  in  this  country  use  it.  Asymptomatic  hacteriuria— 
should  we  treat  it?  If  we  do  we  may  never  know  whether 
such  treatment  is  necessary.  We  have  reached  such  a pass 
that  it  is  no  longer  ethically  possible  to  observe  the  natural 
course  of  this  and  many  other  diseases. 

If  there  is  controversy,  what  should  a doctor  do  in  such 
instances.  A hook  such  as  this  serves  to  uncover  areas  where 
evidence  is  lacking  whether  in  quantity  or  cpiality.  It  surely 
will  hel|i  to  force  a re-evaluation  of  old  tenets  and  to  test 
the  validity  of  shibboleths  and  to  discourage  cliches  such  as 
“it  is  generally  acknowledged  that."  AVhat  is  the  evidence 
and  how  valid  is  it,  is  a good  motto  for  all  of  us. 

An  analysis  of  some  of  the  controversies  covered  in  this 
volume  reveals  that  they  are  sustained  not  only  because  of 
the  circumscribed  body  of  medical  knowledge  but  also  be- 
cause of  the  frailties  involved  in  human  debate.  One  would 
suppose  that  a scientist  differs  from  other  people  by 
proving  what  he  holds  to  be  true.  However  scientists  are 
also  human  beings,  can  sidlcr  from  hazy  dehnitions,  deficiency 
in  communication,  and  especially  emotional  attachments  to 
a given  position— to  “mistruth.’’ 

It  is  beneficial  to  expose  some  of  these  weaknesses.  After 
all,  when  there  are  differences  in  results  or  conclusions,  what 
can  be  the  reasons.  Can  opposing  views  be  resolved  and  areas 
of  agreeemnt  become  apparent  by  publicizing  the  con- 
troversy. A glimpse  at  the  chapters  in  this  book  shows  how 
difficult  this  really  is  and  how  badly  we  still  are  off. 

Doctors  are  often  impelled  to  do  something  when  the 
choice  is  a difficult  one  between  intervention  and  laisse-faire. 
.After  reading  this  book  one  realizes  how  absurd  it  is  to  think 
that  unless  one  does  something,  anything,  one  lacks  courage 
or  jeo|)ardizes  the  interest  of  the  patient.  In  this  wide  range 
of  topics  covered  with  debates  based  on  different  interpreta- 
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lions  of  more  or  less  tlie  same  material,  it  Ijeeomes  apjjarent 
that  one  is  not  morally  bound  to  act  by  a dogmatic  approach' 
in  a controversial  subject,  especially  when  action  itself  may 
have  its  own  bnill-in  hazards. 

rids  book  is  worlby  of  wide  reailing  and  disuission.  As 
far  as  the  profession  is  concerned,  so  long  as  the  physician 
is  willing  to  review,  to  analyze  his  results  and  agree  when  it  is 
necessary  to  obtain  more  details  and  more  accurate  answers 
to  questions  that  are  posed,  a resolution  of  the  differences  is 
bound  to  come.  ,\  healthy  and  objectirc  attitude  of  self- 
appraisal  must  leatl  to  a wiser  and  le.ss  dogma-tlominated 
interpretation  and  care  of  our  patients'  difficulties. 

One  unexpe(ted  area  not  envisaged  even  by  the  editors  is 
the  medico-legal  ini|rlications  of  this  “Controversy.”  When 
the  specialists  disagree,  what  should  the  ]K)or  judge  do? 

HASHISH:  ITS  CHEMISTRY  AIM)  PHARMACOLOGY. 
Ediletl  hy  G.  E.  W.  Ifolstenliolme  atui  Julie  Kniuht. 
The  aim  Eouudntiou  Study  Group  I\'o.  21.  Little, 
Broivti  Olid  Company,  Boston.  J96.T.  96  pi>.  and  H 
illustrations.  $2.9o. 

Reviewed  by:  D.  X.  I REE1)M.\N 

This  slim  volume  in  tiny  print  documents  the  ]uoceedings 
of  a study  grou]j  composed  of  2f)  scientists  from  various 
corners  of  the  globe,  .\spects  of  the  pharmacognosy,  medicinal 
chemistrv,  pharmacology,  epiilemiology,  and  of  the  theories 
and  problems  of  drug  dependence  are  presented  and  di.scussed. 
The  reader  must  work  to  infer  the  status  of  a field  from  such 
symposia  since  succinct,  scholarly  and  balanced  judgements 
giving  a perspective  of  the  area  rarely  ensue  from  these  tape 
recorded  coflee-klatthes.  Nevertheless  this  is  a fa.scinating 
subject.  In  an  era  when  physicians  must  again  be  concerned 
with  “drugs  for  kicks”  as  well  as  for  traiuptilization  it  is 
timclv  to  recognize  how  little  scientific  knowledge  we  have 
of  drugs  which  affect  behavior— in  spite  of  small  cadres 
working  with  the  ])roblem.  This  is  especially  tiiie  of  dings 
around  which  a variety  of  habits,  cults,  and  vaiiably  pleasure- 
ful or  injurious  persotial  atid  social  [iractices  can  crystallize. 
,\  number  of  tpiite  diflcrent  drugs  produce  various  jiatterns 
of  depetidence;  dependence  is  a common  factor  often  in  the 
use  of  cigarettes,  alcohol,  marijuana,  oiiititn,  amjihetamities 
atul  L.SD-25  but  tbere  are  difleretices.  .Apparently  these  pat- 
terns dilfer— not  only  according  to  whether  psychic  or 
physical  factors  or  both  are  operative— but  on  the  basis  of 
the  varialile  pitrpo,ses  and  consecjuences  of  ])ersistetit  use. 
,\nd,  as  Nathan  fiddy  notes,  persistent  u.se  is  tiot  necessarily 
continuous  u.se.  This  is  familiar  iti  the  case  of  alcoholism  iti 
which,  for  example,  there  are  persons  who  catinot  alistain 
but  nevertheless  moderate  their  excess  and  do  not  sufler 
severe  jiliysical  or  social  consequences;  these  persotis  arc 
etpially  as  “dejiendent  as  those  who  compulsively  drink  to 
intoxication  and  suffer  severe  phvsical  and  social  psych- 
ological cotisecpicnces.  .Such  factors  complicate  assessments 
of  drug  abitse  and  especially  so  in  the  areas  of  hashish, 
possessioti  of  which  is  a criminal  oflense.  There  is  an  excel- 
lent, though  scatity,  presentation  in  this  volume  by  J.  M. 
Watt  of  the  widely  different  social  practices  throughout  the 
world  and  history  involving  the  ttse  of  hashish  which  throws 
comparative  light  on  the  issue  of  the  ptirported  crimitial 
consecpieuces  of  the  drug. 


Hashish  is  the  resin  of  cannabis;  while  past  attention  has 
focused  on  the  flowering  or  fruiting  tops  rather  than  the 
plant  itself  or  its  seeds  and  leaves,  pharmacological  effects 
of  extracts  from  any  portion  of  the  plant  are  now  thought 
to  be  of  interest.  A’arious  ])reparations  and  terms  are  ktiovvn 
— hetnp-si'ed,  bangh,  marijuana  and  iti  the  current  popidar 
jargon,  “pot”.  Hashish  is  assimilated  by  smoking  as  in  a 
hookab  (narghile)  or  as  in  reefers  and  is  eaten  or  chewed 
and  drunk  especially  along  the  North  .African  coast.  While 
tetrahydrocannabinol  is  tbought  to  be  the  active  component, 
this  issue  is,  in  fact,  as  yet  utisolved  and  presents  a literally 
sticky  problem  for  the  medicinal  chemist.  The  pharma- 
cologist will  find  a number  of  interesting  references  to  rela- 
tivelv  unktiovvn  studies  and  actions  of  the  drug  and,  naturally 
('giveti  the  casual  fortnat)  these  are  scattered  helter  skelter 
throughout  the  discussions.  Tnfortnnatelv  expert,s— such  as 
Carlini  in  Hra/il— were  not  present  and  an  authoratively 
complete  bibliography  is  not  available.  It  is  also  strange 
that  the  testimony  of  another  group  of  known  experts  on 
marijuana  was  not  presented  and  sifteti— i.e.,  that  of  a tunn- 
ber  of  acutely  observant  marijuana  users.  .Surely  the  problem 
of  classifying  and  identifying  drug  effects  is  difficult  enough 
without  the  addetl  handicap  of  selecting  information  only 
frotn  those  who  do  not  live  with  ihe  drug. 

rite  jiarticipants,  ncverthcle.ss,  do  note  various  argu- 
ments on  whether  legal  control  should  be  exercised  over 
tnarijuana;  a good  argument  can  be  made  (Lancet,  1963) 
that  the  drug  is  less  harmful  than  alcohol.  Tfiere  is  a 
lively  discussion  on  the  presumed  tnotives  for  the  use  of 
hashish.  .Some  people  take  drugs  to  gain  pleasure;  some  to 
avoid  pain  and  unpleasure;  some  to  experience  an  increase  in 
fantasy  activity;  others  to  iticrease  efficiency  or  efiectiveticss. 
AVhetlier  or  not  the  experience  of  euphoria  is  necessary 
for  addiction  or  habituation  is  also  discussed.  The  aim  of 
the  drug  taker  is  to  forget  “what  is  or  what  will  be,”  notes 
one  commentator  wlio  asserts  that  anv  drug  which  helps  a 
person  to  achieve  this  may  (whatever  the  psychological  ex- 
perience) become  a drug  of  abu.se.  Tnlike  meprobamate, 
chlordiazepoxide,  barbiturates,  alcohol  or  the  opiates,  with- 
diawal  states  with  severe  physiological  and  psychological 
symptoms  are  not  observed  with  marijuana.  The  potential 
uses  of  the  drug  in  depression  or  as  a tranquilizer  are  ex- 
plored and  the  abuses— the  transient  ])aranoid  states,  the 
vulnerability  to  disinhibition  of  controls  (the  term  “assassin” 
is  derived  from  hashish  cater) —is  also  cited.  1 his,  then,  is  a 
fa.scinating  tojtic,  a socially  inqrorlant  one,  and  from  the 
viewpoint  of  psychojjharmacologv  an  interesting  drug  and 
this  volume  represents  one  of  the  few  coonlinatcd  approaches 
available. 

EARLY  MA1\AGEMEI\T  OF  ACUTE  TRAUMA.  Edited 

hy  Alan  M.  iSahuni.  M.l).  21  contributors,  271 

figures.  The  C.  U.  Mosby  Co.,  St.  Louis,  Mo..  1966. 
366  pp.  $21.00. 

Reviewed  by:  VAI.E  DAA’Il)  KO.SKOI  l- 

Early  management  of  acute  trauma  is  a concise  deaily 
illustrated  book.  It  is  an  expansion  of  a symposium  prevsented 
at  the  University  of  California,  I,os  .Angeles,  under  the 
auspices  of  its  surgical  de|rartment  and  with  the  support 
from  the  Accident  Prevention  Division  of  the  United  .States 
I’ublic  Health  Service.  The  Editor  has  been  in  the  fore- 
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Look  how  many  ways 

Thorazine' 

brand  of 

chlorpromazine 

can  help 


Tranquilizer 

Potentiator 

Antiemetic 

Agitation 

• 

Alcoholism 

• 

• 

Anxiety 

• 

Cancer  patients 

• 

• 

• 

Severe 

neurodermatitis 

• 

Drug  addiction 
withdrawal  symptoms 

• 

• 

Emotional  disturbances 
(moderate  to  severe) 

• 

Nausea  & vomiting 

• 

• 

Neurological  disorders 

• 

Obstetrics 

• 

• 

• 

Pain 

• 

• 

• 

Pediatrics 

• 

• 

• 

Porphyria 

• 

• 

Psychiatric  disorders 

• 

Hiccups— refractory 

• 

Senile  agitation 

• 

Surgery 

• 

• 

• 

Tetanus 

• 

• 

'Thorazine'  is  usefui  as  a specific  adjuvant  in  the  above 
named  conditions. 

The  following  is  a brief  precautionary  statement.  Before  prescrib- 
ing, the  physician  should  be  familiar  with  the  complete  prescrib- 
ing information  in  SK&F  literature  or  PDR.  Contraindications: 
Comatose  states  or  the  presence  of  large  amounts  of  C.N.S. 
depressants.  Precautions:  Potentiation  of  C.N.S.  depressants 
may  occur  (reduce  dosage  of  C.N.S.  depressants  when  used 
concomitantiy).  Antiemetic  effect  may  mask  other  conditions. 
Possibility  of  drowsiness  should  be  borne  in  mind  for  patients 
who  drive  cars,  etc.  In  pregnancy,  use  only  when  necessary  to 
the  welfare  of  the  patient.  Side  Effects:  Occasionally  transitory 
drowsiness;  dry  mouth;  nasal  congestion;  constipation;  amenor- 
rhea; mild  fever;  hypotensive  effects,  sometimes  severe  with 


l.M.  administration;  epinephrine  effects  may  be  reversed;  derma- 
tological reactions;  parkinsonism-like  symptoms  on  high  dosage 
(in  rare  instances,  may  persist);  weight  gain;  miosis;  lactation 
and  moderate  breast  engorgement  (in  females  on  high  dosages); 
and  less  frequently  cholestatic  jaundice.  Side  effects  occurring 
rarely  include;  mydriasis;  agranulocytosis;  skin  pigmentation, 
lenticular  and  corneal  deposits  (after  prolonged  substantial 
dosages). 

For  a comprehensive  presentation  of  ‘Thorazine'  prescribing 
information  and  side  effects  reported  with  phenothiazine  deriv- 
atives, please  refer  to  SK&F  literature  or  PDR. 

Smith  Kline  & French  Laboratories 
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Iiont  of  tlic  drive  for  accident  jrrevenlioii  these  last  few 
)cais  and  lias  long  Ireen  concerned  r\’itli  the  importance 
of  tlie  critical  initial  jrhases  of  treatment. 

\\  ith  acciilents  becoming  fre<|nent  and  increasing  rapidly 
in  nintibei.  the  book  is  e.Mretnely  timely  and  picsents  con- 
tempoiary  views  concerning  the  diagnosis  of  the  acutely 
injured.  Experts  discuss  trauma  sustained  in  the  various 
legions  of  the  body  from  ankle  to  head.  The  more  general 
aspects  of  the  body  economy  are  not  neglected.  Since  the 
sni\i\al  of  such  jiatients  often  depend  upon  promjit  and 
accurate  diagnosis  and  treatment,  eni|)hasis  is  jilaced  upon 
measures  necessary  to  resuscitate  and  maintain  the  jiatient. 
Shock,  chemotherapy,  radiology  and  cardiac  arrest  arc  given 
dite  consideratioti. 

unitpie  feature  of  a book  dealing  [irimarily  with  trauma 
to  the  Ixidy  is  the  jnevsentation  of  the  jisychiatric  manage- 
ment of  acute  tiauma.  I he  nepartment  of  Surgery  of  L'f:i,.\ 
and  the  editor  of  this  excellent  book,  .Matt  Nahum,  who 
also  contributes  a chapter  on  maxillo  facial  injuries,  have 
retidered  a special  .service  to  physicians  who  arc  conceined 
with  and  re.sponsible  for  the  earliest  care  of  patients  who 
have  sustained  acute  trauma. 


‘T.OMMUMTY  MEJSTAL  HEALTH  SEREICES  /.\ 
yORTHER\  EUROPE:’  Ry  Sylvan  S.  Furman.  l .S. 
Dept,  of  Health.  Education,  and  Welfare  Pnhiic 
Health  Service  Publication  ISo.  1407.  U.S.  Government 
Printinn  Office.  1966.  21  o pp. 

Reviewed  by:  STEPHEN  EEECK 

Ibis  volume  is  a travelogue  with  a wealth  of  detailed 
information  about  psychiatric  service  agencies  mostly  in 
England  and  a few  in  the  Netherlands,  Denmark  and 
Sweden.  It  is  not  a coinjirehcnsivc  or  exhaustive  studv  or 
analysis  c>f  all  psychiatric  activities  in  these  countries,  but 
focuses  oil  those  which  arc  cominunitv  oriented,  and  sup- 
ported by  public  funds  with  one  exception.  I here  is  no 
atteni|)t  to  analyse  the  data  or  distill  guiding  jninciples  from 
the  ob.servations.  let  alone  theory. 

The  most  remarkable  impact  of  the.se  descriplions  is  that 
of  the  great  variety  of  .services  and  organi/ations  ]>resumably 
adapted  to  local  conditions,  local  meaning  here  a city  or 
county  or  region.  There  are  ■ jiure  culture  services'  like 
Maxwell  Jones’  Dingleton  Hospital  where  one  type  of 
service  is  given  across  the  board,  or  the  .Studgarden  .School 
for  Children  in  Denmark,  and  then  there  are  hospitals  atid 
services  that  .serve  the  widest  iiossible  siiectrum  of  jiatients  in 
different  ways.  By  inference,  but  not  so  stated  bv  the  author, 
is  the  most  impressive  Ilexibility  of  British  ‘■btirt'aucracv," 
which  in  our  routine  view  presents  the  National  Health 
■Service  as  an  administrative  monstrosity  that  im|)oscs  pajier 
work  and  rigidities  on  medical  care.  The  situation  in  the 
mental  health  field  in  England  bespeaks  the  very  opposite, 
namely  a plethora  of  arrangements  and  authorities,  including 
dillcrent  modes  of  linancing.  Ecpially  noteworthy  is  the 
collaboration  among  dillerent  profe.ssional  di.sciplines  and 
.service.s,  identilied  in  turn  with  dillerent  mining  industries  in 
l.ondon.  I.ocal  or  regional  independence  may  be  almost  com- 
plete in  one-  locale  and  minimal  in  another  commnnitv.  One 
])ertinent  statement  deserves  ejuoting:  ".Netheriie  Hospital 

has  becottie  completely  iiililt  ratcxl  with  industrial  work.” 


I his  ill  a country  where  unions  are  as  jealous  of  their  power 
and  |irerogatives  as  anywhere,  and  where  rejnitedly  govern- 
mental jurisdictions  are  much  more  ingrained  than  in  our 
federal  .system.  The  facts  are,  however,  that  although  on 
the  national  level  industrial  or  vocational  rehabilitation, 
Iniances,  health  services,  and  welfare  services  all  are  under 
dillerent  aus])ices,  the  British  apparently  have  found  ways 
to  biing  all  these  services  together  on  the  community  level 
in  behalf  of  coordinated  and  collaboratative  [latient  and 
family  care.  This  achievement  should  stir  envy  in  .\merican 
]).sychiatrists  and  community  health  siiecialists. 

L iifoi tiinatelv  the  book  does  not  address  it.self  to  these 
adminisirative  and  organi/aticmal  issues,  and  although  the 
•source  of  linancing  and  nature  of  each  authority  is  cited 
conscientiously  there  is  no  information  about  the  evolution 
and  development  of  these  various  arrangements.  1 his  book  is, 
therefore,  most  useful  in  learning  what  is  being  done  in 
these  countries  in  the  community  mental  health  held,  but 
not  how  it's  being  done  or  how  it  developed,  which  are  the 
burning  questions,  and  lessons  to  learn  for  .American  iisychia-  ' 
trists  and  other  ])iofcssions  that  are  now  in  the  beginning  ' 
stages  of  developing  comprehensive  conimnnity  mental  health  | 
services  across  our  land. 
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MAJOR  MEDICAL  EXPENSE  PLAN 


A NEW  SPECIAL  ENROLLMENT 
PERIOD  ALLOWS  YOU  TO  APPLY 
FOR  AN  IMPROVED  CONTRACT 

Reimbursements  up  to  $10,000.00.  Deductible  of 
$500.00,  $750.00,  or  $1,000.00.  Protection  after  retire- 
ment, coverage  for  widows  and  children  in  the  event  of 
prior  demise  of  member.  All  dependent  children  can 
be  covered  regardless  of  age.  This  same  broad  coverage 
is  also  available  for  the  first  time  to  your  employees  and 
their  families. 

ACCIDENT  AND  HEALTH  PLAN 

In  addition  to  the  above,  members  up  to  age  40  may  now 
purchase  their  Accident  and  Health  protection  at  a 25% 
reduction  in  cost. 

Through  its  continued  official  sponsorship  of  our  Group 
Plans,  The  Connecticut  State  Medical  Society  has  once 
again  made  it  possible  to  offer  broadened  coverage  under 
these  two  time-tested  policies  to  members  of  the  Society. 
If  you  are  not  now  enrolled,  do  not  turn  your  back  on 
old  friends  who  have  served  Connecticut  physicians 
for  over  a quarter  of  a century.  If  a sufficient  number 
of  new  applications  are  submitted  for  the  Major  Medical 
Expense  Plan,  all  policies  will  be  issued  regardless  of 
past  medical  history.  For  full  information  write  or 
phone. 


ARTHUR  W.  BADE,  Insurance 

185  Church  Street,  New  Haven  10,  Conn. 
Telephone  MAin  4-4147 

Commercial  Insurance  Company 
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(:VRRE!\T  REDI ATRIC  THER  iRY  1966-1967.  Shiner 
S.  Gellis  (iiul  Renjoniin  M.  Kanan.  W . R.  Sauinlers 
Company,  Rhiladel phhi  anil  Lontlon,  1966.  956  pp. 
$17.50. 

Reviewed  by:  I.Ol  lS  H.  XAHIM 
I he  liist  etliiioii  of  ibis  book  was  a lesoimding  success. 

I lie  second  one  promises  to  lie  no  less.  The  reason  is  that 
it  contains  288  contributors,  all  ex])ert  clinical  investigators 
and  nationally  recogniited  lor  their  contributions  to  pedi- 
atiic  therapy.  1 he  roster  of  contributors,  thongh  40  per 
cent  dilferent  than  that  of  the  lirst  edition,  looks  like  the 
who's  who  in  .American  Pediatrics. 

There  are  2,5  .sections  dealing  with  all  svstems,  and  sneh 
areas  as  accidents,  emergencies,  resuscitation,  anesthesia, 
and  some  unclassilied  conditions  stich  ;is  amyloidosis  and 
sarcoidosis,  electroh  te  fluid  thcrapv,  high  fe\  ei  , and  even 
disorders  a.s.sociated  with  travel.  1 he  last  chapter  is  a roster 
of  ch  tigs  and  linallv  an  index  of  over  70  pages. 

I he  authors  assttme  that  the  jiliysician  has  coriectly 
diagnosed  the  condition  for  which  he  turns  for  help  in 
therapy.  But  when  he  does,  he  Ictirns  exactly  how  the  con 
dition  is  heing  treated  bv  a nationallv  rccogni/ed  s])ccialist 
with  a more  extensive  experience  than  his  own. 

All  medicine  is  changing  rapidly  and  this  is  es]jecially 
tnte  in  the  field  of  theiapy  what  tvith  new  antimicrohial 
agents,  new  vaccines,  new  drugs.  ,\o  one  physician,  even  the 
ex|jerts  in  this  volume,  arc  in  a position  to  determine  on 
his  own  the  effectiveness  and  safety  of  all  procedures.  That 
is  whv  there  are  288  contributors  and  wby  one  nutst  per- 
force relv  on  the  experience  of  clinical  investigators  to 
evaluate  the  it.scfulnc.ss  of  new  therapy  in  a controlled  set- 
ting. 

certain  jihilosophv  is  explicit  in  this  \c)lume.  It  is  that 
the  vast  majority  of  childhood  illnesses  recpiirc  little  in  the 
wttv  of  medication  and  most  of  its  can  easilv  become  guilt v 
of  overtreatment.  The  fewer  the  drugs  we  employ  the  less 
hairn  we  arc  likely  to  produce,  a very  wholesome  attitude 
which  the  reader  will  inherit  from  these  expeits.  I'liis  does 
not  mean  that  there  are  not  mnneious  conditions  which  rc- 
cpiire  the  careful  administration  of  specific  drug  thera|)y. 
Keen  though  they  may  he  infrecpiently  encountered  in  ])iac- 
tice,  the  plnsician  does  recpiire  a careful  dclttiled  guide  in 
theii  management.  This  \olume  offers  holh  conservatism 
and  scientific  guidance,  a wonclerfitl  tidmixtuie  which  en- 
sures success  in  jrediatric  thcra])y.  It  will  and  should  he 
used  widely  not  just  bv  the  family  physician  but  bv  the 
pediatrician  himself. 

To  the  physician  it  will  stimnlatc  humility  in  the  face  of 
so  manv  new  practices.  To  the  pediatrician  it  will  lend  en- 
couragement in  his  pur.suit  of  excellence  by  ha\ing  ;it  his 
command  expeitne.ss  deiiced  from  288  wise  scholais. 

MEDICAL  RllARMACOLOCY  . Principles  anil  Concepts. 
3rd  Edition.  Andres  Coth,  M.D.  The  C.  I . Moshy 
Company,  St.  Louis,  Missouri.  1966.  668  pp.  66 

fi cures,  2.3  tables.  $12.50. 

Reviewed  by:  I.OIMS  II.  X.MIIM 
The  author  intends  this  hook  as  a text  for  [jhysicians 
and  students  covering  the  piincii)les  and  conte])ts  of  modem 
medical  phai macology.  It  is  of  modest  si/e  having  nntch 
selectivity  and  conciseness.  It  includes  adeejuate  references 
to  the  experimental  literature  and  to  review  aiticles  most 
of  which  are  no  later  than  19()3.  It  does  have  the  underlying 


ideas,  their  dcveloi)ment  and  importance  in  medical  think- 
ing. llowevei,  in  some  instances  the  medical  ideas  are  some- 
what hlurred  as  for  example  in  the  discussion  of  digitalis 
action  in  which  the  action  upon  the  nervous  system  is  not 
cmphasi/etl  as  it  needs  to  he  for  the  practicing  clinician. 

Otherwise  good  data  is  available  on  drug  effects  on  man 
which  do  receive  especial  emphasis.  I he  hook  also  favors  j 
areas  ihtit  are  exptmding  and  that  foiin  the  ba.sis  of  modern  | 
clinictil  medicine.  It  places  emphasis  on  the  mode  of  ac- 
tions of  ciritgs  in  terms  of  interactions  with  their  idiysio- 
logical  and  biochemical  mechatiisms.  Doubtless  in  the  next 
edition  theie  will  be  considered  the  principle  of  enzyme  in- 
duction which  as  oidy  one  example  operates  to  interfere 
with  the  anticoagulant  effects  of  the  barbiturates. 

riic  book  is  beautifully  ])rinled  with  blue  cajrlions  which 
are  a delight  to  a reader.  It  will  be  much  used  bv  students 
and  physicians  as  the  author  aspires  for  it  to  be. 

CLRREIST  Dl ACI\OSlS.  A liienniid  Volume  of  Clinical 
Diacnostic  Methods  and  Evaluations.  Edited  by 
lliticard  F.  Conn.,  M.D.,  Robert  J.  Clohecy,  M.D.  and 
Rex  13.  Conn.  Jr..  M.D.  W . 13.  Saunders  Company, 
Philadelphia  and  London.  1966.  813  pp.  Illustrated. 
$19.00. 

Reviewed  by:  I.Ol  IS  II.  XAIIIM 
I he  logical  foundations  of  making  a clinical  diagnosis  is 
difficult  to  realize  at  hest.  I’here  is  invohed  memory,  in- 
tuition, a practical  approach  to  prohability,  perhaps  and 
element  of  chance,  and  of  course,  logic.  Basically  one  en- 
gages in  the  method  of  multiple  working  hy|)othc.ses,  con- 
sidering alternate  possihilities,  then  eliminating  one  after 
another  until  the  correct  diagnosis  finally  emerges. 

.Vs  knowledge  advances  rajridly  medical  science  is  under- 
going continual  and  rapid  change.  What  may  have  been 
a diagnostic  entity  a decade  ago  may  be  a preciselv  delincd 
disorder  today,  but  it  also  may  repre.sent  an  entire  spec- 
trum of  a group  of  diseases  today.  .Vnd  so  we  are  continual- 
ly in  need  of  sorting  out  new  disease  entities  as  they  are 
discovered  and  we  need  to  he  able  to  utilize  new  jnocechires 
and  new  tests. 

1 his  book  is  so  well  done  that  a physician  who  has  a 
major  symptom  in  a patient  or  who  suspects  a new  disease 
can  go  to  the  index  with  one  or  more  pre.senling  symptoms 
and  signs  and  find  the  part  of  the  book  wbich  offers  pre- 
cise instructions  in  each  ste|>  needed  to  confirm  his  clinical 
imprc,ssion.  In  this  way  an  old  diagnostic  method  together 
with  any  reccnily  described  one  tvill  be  combined  to  arrive 
at  the  correct  diagnosis.  Ihe  reader  will  be  assisted  by  the 
expeit  knowledge  and  experience  of  28,5  contrilmtors  of  na- 
tional fame.  Ihey  offer  a concise  definition  of  the  disease 
entity  and  discuss  the  present  signs  and  symptoms,  physical 
findings,  comjrlications.  lahoratory  tests,  and  other  pro- 
cedures helpful  in  identifying  the  disease. 

Differential  diagnosis  j)ei  se  and  a large  list  of  alternative 
possibilities  are  not  in  the  text,  but  an  extensive  index 
lists  all  .sMn|)toms,  signs  and  findings  in  tbe  book,  directs 
the  reader  to  the  parts  of  the  hook  where  these  may  he 
found.  By  glancing  clown  the  index  one  does  ha\e  a very 
good  overvietv  of  differential  diagnosis.  In  addition  the  first 
two  pages  gives  all  lahoratory  tests  and  normal  values  of 
clinical  importance. 

Of  course  once  a diagnosis  is  made  the  next  step  is  cor- 
rect therapy.  For  this  one  will  need  another  book. 
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Asbestos  In  Urban  Air 

Asbestos  in  the  air  might  some  day  be  a new 
hazard  to  urban  living. 

The  concentration  ot  asbestos  particles  in  urban 
air  probably  isn't  ot  major  concern  now,  emphasize 
two  medical  investigators  in  a current  publication 
of  the  American  Medical  Association. 

I'hey  point  out,  however,  that  the  wear  ot  auto- 
mobile clutch  and  brake  linings,  the  weathering  ot 
asbestos  roofing— even  the  wearing  ot  lioor  tile 
containing  asbestos— are  certain  to  increase  air- 
borne concentrations  ot  the  material. 

Inhaled  in  suthcient  quantities,  asbestos  can 
cause  lung  disease,  inchiding  malignant  tumors. 

Asbestos  is  virtually  indestructible.  The  most 
commonly  used  type  has  a tendency  to  break  into 
hair-like  fibers,  some  ot  which  are  so  small  they 
cannot  be  seen  with  an  ordinary  microscope. 

It  inhaled  into  the  lungs,  the  sharp  fibers  move 
downward,  concentrating  in  the  base  ot  the  lungs 
or  in  adjacent  tissties.  Protein  and  iron  encrusta- 
tions form  around  the  hbers,  producing  “asbestos 
bodies.”  Man  and  guinea  pigs  seem  to  be  the  only 
animals  in  which  these  formations  occtir,  but  the 
result  in  their  bodies  can  be  development  ot  a 
tumor. 

The  authors  of  the  report  are  J.  G.  Thomson, 
M.D.,  ot  the  Medical  School,  University  ot  Cape 
Town,  South  Africa,  and  Wallace  M.  Graves,  Jr., 
M.D.,  formerly  ot  the  University  of  Miami  School 
ot  Medicine,  Miami,  Fla.,  and  now  ot  Protessional 
Medical  Laboratories,  Fort  Myers,  Fla. 

Wdien  they  reviewed  the  autopsies  of  500  Miami 
residents  aged  15  and  over,  they  found  that  asbes- 
tos bodies  were  present  in  the  lungs  ot  30  per  cent 
ot  the  males  and  20  per  cent  ot  the  females.  These 
findings  were  similar  to  an  earlier  Cape  Town, 
South  Africa,  survey  by  Dr.  Thomson. 

The  authors  emphasized,  however,  that  none  ot 
the  deaths  were  due  to  asbestos  inhalation  or,  in 
fact,  to  any  kind  ot  lung  disease.  Only  a few  ot  the 
males  (about  1 in  17)  had  what  might  be  con- 
sidered significant  concentrations  ot  asbestos  bodies 
in  their  lungs. 

The  survey  did  not  indicate  the  concentration 
of  asbestos  particles  in  Miami  air.  It  showed  only 
that  urban  dwellers  are  exposed  to  some  asbestos 
inhalation,  a phenomenon  ot  modern  times. 

“The  use  of  asbestos  has  increased  in  amount 
and  variety  in  the  past  30  years  to  a degree  tin- 
precendented  in  any  other  common  mineral,”  the 
authors  said.  “Few  are  aware  of  the  extent  to  which 
there  has  been  created  in  recent  years  in  towns  and 


cities  what  could  be  called  an  asbestos  environ- 
ment.” 

World  asbestos  production  now  exceeds  3 mil- 
lion tons  a year,  five  times  that  ot  20  years  ago. 
l ire  United  States  consumes  one-fourth  of  all  pro- 
duction. 

In  earlier  times,  workers  in  asbestos  mines  and 
factores  were  frecpient  victims  ot  lung  cancer. 
Factory  dust  control  eliminated  many  ot  these 
hazards,  but  now  smaller  quantities  ot  airborne 
asbestos  are  found  in  many  places. 

Commenting  on  the  report,  an  editorial  in  the 
current  Journal  ot  the  American  Medical  Associ- 
ation said:  “Asbestos  is  now  a hazard  in  an  increas- 
ing variety  ot  occupations  involving  asbestos  or 
asbestos-containing  products,  such  as  asbestos  ce- 
ment, instdation,  paint  and  plastic,  ship  building, 
and  in  the  construction  industry.” 

The  hmg  disease  observed  in  these  workers  is 
usually  milder  than  that  seen  earlier  in  asbestos- 
factory  workers.  However,  after  being  exposed  to 
asbestos  tor  several  years,  malignant  tumors  may 
tlevelop. 

“Unlike  the  older  population  which  had  no  ex- 
posure to  asbestos  until  recently,  the  young  urban 
dweller  has  the  exposure  ot  a lifetime  before  him,” 
the  editorial  said.  “The  investigators  predict  that 
urban  air  contamination  by  asbestos  will  continue 
to  increase.  What  is  not  known  is  just  how  much 
asbestos  must  be  present  before  (malignant  tumors) 
result.” 

The  report  appears  in  the  current  Archives  of 
Pathology  published  by  the  AMA. 

College  Freshmen  And  Smoking 

'When  3,567  freshmen  at  the  LIniversity  ot 
Illinois,  LTrliana,  were  questioned  aliout  their  smok- 
ing habits,  the  investigators  found  these  things: 

—There  was  an  inverse  association  between  grade 
average  and  smoking:  ot  students  with  an  “A” 
average,  only  16.7  per  cent  smoked,  while  59.1  per 
cent  ot  “E”  average  (the  lowest  grade)  students 
smoked. 

—Sixty  per  cent  of  the  freshmen  did  not  smoke, 
and  43  per  cent  of  those  who  smoked  wanted  to 
stop. 

—The  amount  of  allowance  seemed  to  have  a 
relationship  to  smoking.  When  parents  provided 
full  financial  support,  the  number  ot  freshmen 
who  smoked  was  above  average.  The  average  week- 
ly spending  money  was  slightly  over  $8.  When  it 
was  more  than  $5,  the  percentage  of  smokers  was 
above  average.  Only  20  per  cent  of  those  who  re- 
ceived sole  financial  support  from  a scholarship 
smoked. 
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MANUSCRIPTS 

Manuscripts  should  be  typewritten,  double-spaced  on 
white  paper  81/2  x 11  inches  with  adetpiate  margins  on 
firm  paper.  The  original  copy,  not  the  carbon  copy  should 
be  submitted.  Carbon  copies  or  single  spaced  manuscripts 
will  not  be  considered.  Authority  for  approval  of  all  con- 
tributions rests  with  the  Editorial  Board,  and  the  Board 
reserves  the  right  to  edit  any  material  submitted.  Receipt 
of  manuscripts  will  be  acknowledged  and  unused  manu- 
scripts returned.  The  publishers  accept  no  responsibility 
for  opinions  expressed  by  contributors. 
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The  first  page  should  list  title,  the  author  (or  authors)  , 
degrees,  ancf  any  institutional  or  other  credits.  Bibliogra 
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the  text. 


Ames  C:o.,  Inc.,  Elkhart,  Ind.  — — — 

Arch  Laboratories,  St.  Louis,  Mo.  — — — — — 23 


Burroughs- VN'ellcomc  & Co.,  Tuckahoc,  N.Y. 


bet.  20  21 


CUassilied  .Advertising  — — — — — — — — 69 

Cilia  Pharmaceutical  Co.,  Summit,  N.f.  bet.  (i2  it  63 
Connecticut  Druggist  ______  14  It  1,5 


Dentocain  Co.,  Bloomlield,  Conn.  — — — — — 65 

Dorsey  Laboratories,  Lincoln,  Neb. 

— — — — — bet.  10  cj-  II,  17,  70,  bet.  70  it  71 
Dupont,  Wilmington,  Della.  _ _ _ 62  &:  63 


{ 


.Arthur  A\'.  Eadc, 


Hamden,  Conn. 


75  , 


LENGI  H OF  ARTICLES 

Ordinary  articles  should  not  exceed  3,000  words  (ap 
proximately  3 printed  pages).  Under  exceptional  circum 
stances  only  will  articles  of  more  than  4,000  words  be 
published. 

ILLUSTRATIONS 

Illustrations  should  be  numbered  consecutively  and  indi- 
cated in  the  text.  The  number,  indication  of  the  top,  and 
the  author’s  name  should  be  attached  to  the  back  of  each 
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Myocarditis  Today 

There  is  of  course  no  reason  why  the  myocardial 
cell  should  not  specihcally  respond  to  an  injury, 
no  less  than  any  other  cell  in  the  body  responds  to 
an  inflammation.  Fiedler  in  1899  did  describe  pri- 
mary myocarditis  and  then  Aschoff  described  the 
specific  myocardial  lesion  in  rheumatic  fever. ^ The 
differentiation  of  vascular  from  inffammatory  dis- 
ease of  the  myocardium  became  distinct  after  Her- 
rick in  1912  described  the  features  of  myocardial 
infarction.  This  led  clinicians  away  from  thinking 
about  myocarditis  and  towards  a concept  of  chronic 
degenerative  changes  from  vascular  disease  of  the 
coronary  and  hypertensive  type.  The  clinically  pre- 
dominant features  were  myocardial  weakness  and 
failure  and  this  was  poorly  understood  and  mis- 
identified  as  chronic  myocardial  weakness  and  fail- 
ure sometimes  termed  “chronic  myocarditis”  or 
non-valvular  heart  disease.  It  was  a clinical  not  a 
pathological  diagnosis. 

By  1940  the  clinical  diagnosis  of  myocarditis, 
acute  as  well  as  chronic  was  seldom  being  made  ex- 
cept as  an  occasional  complication  of  diphtheria 
and  as  a part  of  rheumatic  fever.  Non-vascular  myo- 
cardial disease  did  come  to  be  recomtized  in  the 

o 

form  of  new  concepts  of  disease  mechanisms:  idio- 
pathic myocardial  hyirertrophy,  “idiopathic  cardio- 
megaly”.  Cardiac  hypertrophy  of  unknown  cause 
first  observed  in  infants  but  later  also  in  adults, 
endomyocardial  fibrosis,  fibroelastosis,  endocardial 
sclerosis,  intestitial  fibrosis,  all  derived  from  carefid 
anatomical  studies.  Ideas  about  the  etiology  of  these 
anatomical  entities  included  pre-existent  fetal  myo- 
carditis, defects  in  the  development  of  the  endo- 


myocardium,  biochemical  abnormalities  of  the  myo- 
cardium such  as  glycogen-storage  disease,  hereditary 
diseases,  and  later  dietary  deficiences  to  explain  the 
adult  form. 

Recent  observations  of  the  association  of  a re- 
markably high  incidence  of  positive  skin  reactions 
to  mumps  antigen  in  infants  with  the  clinical  fea- 
tures of  endocardial  sclerosis  is  highly  suggestive  of 
a relationship  to  mumps  infection  in  the  mother 
and  to  the  concept  of  fetal  myocarditis  as  the  basic 
cause  of  chronic  endomyocardial  disease  in  infants 
and  children. 

The  first  recognition  of  a clinical  hypersensitivity 
or  auto-immune  myocarditis  was  Loefller’s  tlescrip- 
tion  of  fibroplastic  myocarditis  in  19.%.  Since  then 
in  rapid  succession  eosinophilic  granulomatous  my- 
ocarditis, myocardial  and  vascular  lesions  of  lupus, 
systemic  sclerosis,  polyarteritis,  rheumatoid  disease 
and  granulomatous  sarcoid  lesions  of  the  myocar- 
dium were  described  and  fall  into  another  category 
of  myocardial  disease. 

With  the  revival  of  interest  in  the  lO’s  in  myo- 
carditis by  the  pathologist  the  meaning  of  myocardi- 
tis in  both  pathogenesis  and  etiology  became 
broader  and  soon  included  reactions  of  the  myo- 
cardium to  various  types  of  injury  as  for  example 
alcohol,-  fat  solvents,'^  rather  than  limitation  only 
to  bacterial  infections. 

During  the  war  many  autopsies  were  performed 
and  out  of  these  and  extensive  clinical  tests  there 
emerged  the  fact  that  myocarditis  was  a frequent 
complication  of  many  diseases  and  systemic  dis- 
orders. A wide  diversity  of  diseases  in  which  myo- 
carditis and  myocardial  changes  could  occur  sharp- 
ened the  clinician’s  effort  to  make  a clinical  tliag- 


THE  COVER 


A remarkable  example  of  species  adaptation  to  twenty-four  hour  rhythms  is 
found  in  the  association  between  the  parasitic  infestation  Wucheria  bancrofti 
and  its  animal  host.  This  affliction  of  man  has  been  studied  experimentally  in 
monkey  in  order  to  determine  what  factor  in  man  is  responsible  for  timing  the 
nightly  migration  of  microfilariae— thread-like  nematode  worms— from  the  host’s 
pulmonary  vessels  to  the  skin  vessels.  Since  the  microfilariae  are  ingested,  and 
mature  in,  the  mosquito— who  transmits  them  to  another  host— their  diurnal 
migratory  pattern  is  an  adaptive  property  which  links  the  host,  parasite  and 
mosquito  in  a biological  “vector”.  By  reversing  the  normal  day:  night  rhythms 
of  infested  monkeys  it  was  shown  that  the  parasite  somehow  uses  the  circadian 
variation  of  the  host’s  body  temperature  as  a clock  for  regulating  its  diurnal 
migrations.  The  temperature  rhythm  itself  is  a circadian  clock. 
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nosis  (luring  life.  During  this  period  suspicion  of 
viral  etiology  of  myocarditis  became  a reality  as 
ctiltural  technitpies  lor  growing  viruses  were  de- 
velojred.  Influenza  virus  A was  successfully  isolated 
from  fetal  cases  of  myocarditis  in  1915  and  shortly 
thereafter  successful  recoveries  of  Coxsackie  B virus 
were  made  Irom  myocarditis  in  infants  and  adults.^ 

Inevitably  we  began  to  ihitik  not  just  of  acute 
myocarditis  but  erf  the  jxrssibility  of  subacute  and 
even  chronic  forms  of  myocardial  disease  resultitig 
Irom  mechanisms  erf  auttrimmunity  or  hypersensi- 
tivity alter  the  period  of  viremia  and  clinical  in- 
fection had  passed.  It  must  be  said,  lurwever,  that 
today  the  clinical  diagnosis  of  viral  myocarditis  that 
is  made  is  purely  presumptive,  (rccasionally  it  is 
highly  circumstantial  and  only  rarely  is  it  well 
established  by  isolation  of  a specihe  virus  by  ap- 
propriate immunokrgical  studies. 

I’he  spectrophotometric  method  ftrr  determining 
electrolytes  tjuickly  led  to  confirmation  of  the  physi- 
ological role  that  certain  electrolytes,  especially 
sodium,  potassium,  calcium  and  magnesium,  jrlay  a 
vital  part  iti  normal  myocardial  function.  It  be- 
came clear  that  cpiantitative  alterations  in  the 
intracellular  and  extracellular  contents  of  these 
electrolytes  caused  serious  disorders  of  myocardial 
hmetion.  Thus  was  light  thrown  on  the  patho- 
genesis atul  etiohjgy  of  myocardial  disturbairces 
manifested  by  arrhythtnias  and  conduction  dis- 
orders of  hyper  and  hypokalemia.  Selye’s  ideas  of 
multiple  etiologies  of  myocardiopathies  through 
interplay  of  electrolytes  and  hormones  perhaps  will 
lead  to  understanding  of  myocardial  abtiormalities 
encountered  in  disorders  of  the  endocrine  system. 

rite  introduction  of  right  atul  left  sided  cathe- 
terization atul  selective  angiography  has  made  pos- 
sible the  study  of  altered  hemodynamics  in  hyper- 
trophy, dilatation,  restrictive  myocardial  fibrosis 
and  myocardial  failure.  One  can  now  make  a 
differential  diagnosis  between  pericardial  disease, 
chronic  valvtilar  disease  and  congenital  heart  dis- 
ease. Recognition  of  hypertrophic  muscidar  obstruc- 
tion is  a direct  result  of  apjrlication  of  these  tech- 
niques to  the  old  problem  of  subaortic  stenosis 
which  though  recognized  for  years  was  not  under- 
stood either  in  its  pathogenesis  or  its  etiology. 

We  now  have  a better  understanding  of  factors 
causing  cardiac  dilatation  and  of  acute  and  chronic 
myocardial  development  of  adaptive  hypertrophy 
of  the  myocardium  when  recovery  occurs  in  the 
dilated  heart.  The  dilated  heart  with  a large  residu- 
al diastolic  volume  is  “overloaded”  and  is  at  a con- 
siderable disadvantage  because  by  contracting  on  a 
larger  sphere  it  must  getierate  excess  tension  to  jter- 
form  the  same  work  as  a normal  heart  does.  Thus 
grew  the  idea  that  we  need  to  reduce  the  size  of  the 
heart  atul  its  work  by  reducing  blood  volume 


through  salt  restriction  and  diuretics,  by  use  of 
digitalis  and  by  prolonged  bed  rest  to  achieve 
compensation.  It  is  interesting  to  reflect  that  this 
same  idea  was  long  ago  a|)plied  iti  the  early  19th 
century  to  rheumatic  carditis  and  other  ill-clefined 
carditides. 

With  such  new  techniques  as  histochemistry,  im- 
numochemistry,  physical  chemistry,  electron  mi- 
croscopy atul  isotope  labelling,  turning  up  new  in- 
lormation  that  goes  (hrwn  to  changes  in  membrane 
function  and  organelle,  investigators  are  beginning 
to  think  of  “molecular  disease”  in  which  important 
celhdar  proteins  are  either  lacking  altogether  (gene- 
tic) or  seritjusly  impaired  or  lost  by  accpiired  dis- 
ease. Heart  failure  may  be  a result  of  alterations  in 
the  contracting  protein  or  defects  in  energy  forma- 
tion or  in  tran,sport  of  electrolytes  through  mem- 
branes and  their  inlluence  on  muscle  contractility 
especially  the  calcium  i(jn.  Future  diagnosis  of 
myocardial  disease  atul  differentiation  from  vascular 
inflammatory  and  other  types  erf  myocardial  injury 
may  be  improved  by  using  serum  enzyme  chemistry 
and  determitiing  enzymes  liberated  in  the  blood 
and  tissues  (SCPK).^ 

With  all  this  newer  methodology  we  can  recog- 
nize myocardial  disease  at  an  earlier  jjeriod  and 
this  ofiers  an  opportunity  to  investigate  etiology  and 
pathogenesis  for  prevention  and  treatment.  In  view 
(jf  all  this  when  should  we  employ  the  term  myo- 
carditis? Sluudd  we  limit  it  to  ati  inflammatory  pro- 
cess in  the  myocardium  producing  ati  excudative 
or  irroliferative  celhdar  reaction.  If  we  do,  what 
shall  we  call  the  end  result  of  this  process  which  is 
(piite  variable  leading  to  cellular  response  and  clin- 
ical features  depending  upon  complete  or  incom- 
plete restitution.  Oliviously  the  clinical  secjuelae 
must  vary  in  each  instance? 

If  we  accept  a broad  view  of  myocarditis  then  it 
will  sulrsume  acute  arrhythmic  deaths,  clinical  fea- 
tures of  acute  dilatation  and  mytrcardial  failure, 
syndromes  of  chronic  recurring  failure  and  fea- 
tures of  idiopathic  cardiomegaly.  During  varicuis 
eras  of  the  past  there  have  been  first  splintering, 
theti  lumping  of  the  myocarditides.  We  may  expect 
that  as  our  knowledge  about  the  basic  structure 
and  function  of  the  myocardium  increa.ses,  so  must 
our  ideas  change  with  it. 

L.H.N. 
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Nutrition  And  Disease 

j We  all  use  special  diets  as  an  adjunct  to  therapy, 
j tor  tve  know  that  diet  does  have  an  influence  on 
the  response  of  the  sick.  We  attempt  to  correct  nu- 
tritional deficiencies  in  underweight  and  over- 
weight. We  use  sjiecial  diets  in  various  gastroin- 
testinal disorders,  kidney  disease,  liver  and  gall- 
bladder abnormalities.  We  manipulate  the  diet  to 
produce  an  alkaline  or  acid  urine,  to  restrict 
purines.  In  the  diagnosis  and  mairagement  of  food 
allergies  an  appropriate  diet  is  essential.  W^hat  is 
important  to  bear  in  mind  is  that  there  is  a close 
relationship  between  nutrition  and  disease.  In  fact, 
nutrition  can  have  an  important  bearing  on  the 
outcome  of  certain  infections,  on  cancer  and  drug 
toxicity. 1 

There  is  present  in  wheat  and  other  foods  a fac- 
tor promoting  the  resistance  of  the  animal  to  in- 
fection with  Salmonella  typhimurium  and  desig- 
nated Salmonellosis  Resistance  Factor  (SRF).^  But 
the  problem  is  very  complex  because  involved  is 
fat,  protein  content,  levels  of  vitamin  A.  O’Dell 
found  sidrstances  present  in  cabbage,  and  soybean 
protein  that  have  a favorable  influence  on  the 
course  of  Salmonella  typhimurium  in  the  guinea 
pig.^  The  substance  itself  is  not  an  antibiotic. 

There  is  also  varying  susceptibility  of  parasites 
to  the  action  of  drugs  in  animals  depending  upon 
the  diet  the  animals  are  taking.  Stibophen  killed 
many  more  of  the  parasites.  Schistosoma  mansori 
in  infected  mice,  if  they  were  given  a casein  diet, 
rather  than  a stock  diet.  Similarly  sulphadiazine  is 
much  more  effective  against  a chick  infection  with 
Plasmodium  gallenaceum  if  they  were  oir  a purified 
diet  than  if  they  were  on  a commercial  stock  cliet.^ 
It  was  the  soybean  in  the  meal  stock  which  was  im- 
plicated as  responsible  for  the  effect. 

Nutrition  has  been  implicated  in  carcinogenesis 
as  well  as  in  the  treatment  of  cancer.  Dietary  pro- 
tein can  modify  carcinogenesis.  Tannenbanm  and 
Silverstone  ^ found  a strikingly  low  incidence  of 
hepatomas  in  mice  if  they  were  fed  a diet  contain- 
ing 18-45  per  cent  casein.  The  same  decreased  tumor 
incidence  was  true  in  rats  given  a carcinogen,  if 
they  were  on  a high  level  of  protein  in  the  diet. 
This  was  not  true  in  the  case  of  spontaneous  mam- 
mary cancer  in  mice  and  sarcoma  induced  by  car- 
cinogenic hydrocarbons.  Obviously  there  is  a great 
deal  to  learn  about  this  subject  before  it  become 
relevant  in  the  human  situation,  although  absorb- 
ing benzpyrene  produced  in  smoked  foods  in  Ice- 
land is  known  to  greatly  increase  the  incidence  of 
gastric  cancer. 

The  relation  of  nutrition  to  toxicity  has  been 
known  for  almost  half  a century  when  Voegtlin 
found  jrrotection  against  TNT  poisoning  in  dogs 
if  they  were  on  a white  bread,  milk,  and  medium 


fat  beef  diet,  but  no  protection  if  they  consumed  a 
diet  of  bread  and  milk.  A deficiency  of  protein  also 
was  found  to  predispose  to  damage  to  the  liver  by 
TNT.  Also  known  is  that  drinking  alcoholic  bever- 
ages after  exposure  to  TNT  or  nitrobenzene  preci- 
pitates toxic  symptoms.  This  effect  on  man  also 
occurs  in  mice. 

It  was  Wilson  and  De  Eds  ^ who  showed  that 
acute  toxicity  of  thiourea  could  vary  almost  16  fold 
according  to  the  diet  on  which  animals  were  main- 
tained at  the  time  of  testing.  Likewise  they  noted 
that  the  toxicity  of  polyethylene  glycols  on  the  skin 
of  rabbits  could  be  mitigated  by  feeding  them 
commercial  chow,  and  aggravated  by  feeding  the 
animals  rolled  barley. 

Protein  an  aminoacids  are  protective  against 
acute  toxicity  of  halogenated  hydrocarbons,  ben- 
zene, emetin,  ergot,  alloxan  and  phenol.  If  fat  is 
then  added  to  the  diet  it  increased  the  toxicity  of 
benzene,  alloxan,  DDT,  but  decreased  the  toxicity 
of  cyanide.®’*^  This  action  of  fat  is  not  due  to  its 
aiding  absorption  because  it  also  occurs  when  poi- 
sons in  the  form  of  vapors  are  presented  ami  in  the 
case  of  alloxan  when  it  is  administered  intravenous- 
ly. There  are  many  other  known  instances  in  which 
diet  plays  a significant  role  in  either  accelerating  or 
preventing  the  degree  of  action  of  a toxic  sub- 
stance. 

These  variations  in  the  effect  of  diet  on  toxicity 
raise  many  questions  that  have  received  little  at- 
tention. We  do  not  know  what  substances  are  re- 
sjtonsible  for  the  differences  in  response  observed 
with  the  different  diets.  This  knowledge  may  be 
quite  valuable  for  any  individual  substance.  For 
this  reason  much  more  data  must  be  accumidated 
so  that  we  will  be  able  to  understand  the  relation 
of  nutrition  to  biological  response. 

A certain  kind  of  diet  has  been  found  by  Spector 
and  Calloway  to  reduce  significantly  mortality  of 
animals  exposed  to  lethal  doses  of  whole  body 
radiation.  The  protective  factor  seemed  to  be  in 
cabbage  and  brocoli  since  without  it  both  guinea 
pigs  and  rats  showed  a very  high  mortality. 

Others  have  also  pointed  out  that  toxic  mani- 
festations of  many  substances  are  dependent  on  the 
composition  of  the  diet.®  Toxic  effects  are  very 
striking  in  animals  that  are  kept  on  a purified  diet 
and  minimal  or  altogether  absent  when  fed  on  a 
commercial  stock  ration.  On  purified  diets  an  anti- 
oxidant produced  significant  growth  inhibition,  un- 
healthy appearance  and  increased  mortality,  signs 
not  to  be  found  in  animals  fed  a stock  ration.  What 
the  protective  factor  is  has  not  been  settled  though 
sucrose  in  the  purified  diet  has  been  implicated. 

A high  protein  diet  protects  rats  against  dieldrin. 
Starvation  protects  mice  against  bee  venom.  A rat 
deficient  in  vitamin  Bj,  cannot  tolerate  triglyceride 
of  propionic  acid.  Unless  chicks  are  fed  raw  kidney 
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TABLETS 

Eauagesic 

(meprobamate  and 
etboheptazine  citrate  with 
aspirin) 

® 

Precautions:  Keep  out  of  reach  of  children.  Care- 
fully supervise  dose  and  amounts  prescribed,  espe- 
cially for  patients  prone  to  overdose  themselves. 
Excessive  prolonged  use  of  meprobamate  may 
result  in  dependence  or  habituation  in  susceptible 
persons— as  ex-addicts,  alcoholics,  severe  psycho- 
neurotics. Withdraw  gradually  after  prolonged  high 
dosage  to  avoid  possibly  severe  withdrawal  reac- 
tions including  epileptiform  seizures.  Warn  patients 
: of  possible  reduced  alcohol  tolerance.  If  drowsiness, 
. ataxia  or  visual  disturbances  occur,  reduce  dose.  If 
symptoms  persist,  caution  patients  against  operat- 
ling  machinery  or  driving.  Give  cautiously  to  patients 
Iwith  suicidal  tendencies.  Treat  attempted  suicide 
Iwith  immediate  gastric  lavage  and  appropriate 
'supportive  therapy 

Side  Effects:  Ethoheptazine  and  aspirin  may  oc- 
casionally cause  nausea,  vomiting,  epigastric  dis- 
tress, and  rarely  dizziness  and  CNS  depression, 
pverdosage  may  result  in  salicylate  intoxication. 
Meprobamate  rarely  causes  allergic  or  idiosyncratic 
reactions.  These  reactions,  sometimes  severe,  can 
develop  in  patients  receiving  only  1 to  4 doses  who 
have  had  no  previous  contact  with  meprobamate. 
Mild  reactions  are  characterized  by  urticarial  or 
erythematous  maculopapular  rash.  Acute  non- 
thrombocytopenic purpura  with  petechiae,  ecchy- 
moses,  peripheral  edema  and  fever  have  been 
reported.  Meprobamate  should  be  stopped  and  not 
reinstituted.  Severe  reactions,  observed  very  rarely, 
include angioedema,  bronchial  spasms,  fever,  faint- 
ing spells,  hypotensive  crises  (1  fatal  case),  ana- 
phylaxis, stomatitis  and  proctitis  (1  case)  and  hyper- 
thermia. A few  cases  of  leukopenia,  usually  transient, 
have  been  reported  following  prolonged  dosage. 
Rarely,  cases  of  aplastic  anemia  (1  fatal  case), 
thrombocytopenic  purpura,  agranulocytosis,  and 
hemolytic  anemia  have  been  reported;  almost  al- 
ways, in  the  presence  of  known  toxic  agents. 


Contraindications : History  of  sensitivity  or  severe 
intolerance  to  aspirin  or  meprobamate. 
Composition : 150  mg.  meprobamate,  75  mg.  etho- 
heptazine citrate  and  250  mg.  aspirin  per  tablet. 

Wyeth  Laboratories  Philadelphia,  Pa. 
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When  pain  evokes  anxiety  and 
tension,  thereby  heightening  pa- 
tient discomfort,  a simple  anal- 
gesic may  only  touch  on  part  of 
the  problem. 

This  single-prescription,  non- 
narcotic product,  however, 
usually  provides  effective  anal- 
gesia and  helps  put  the  patient’s 
mind  at  ease. 


beans,  vitamin  E prevents  mnscnlar  dystrojjhy. 
Then  there  is  the  report  by  W^est'*  which  shows  that 
asihrin  when  incorporated  in  a diet  high  in  carl)o- 
hydrate  was  substantially  more  toxic  to  letal  rats 
than  when  it  was  given  in  a diet  high  in  protein. 
No  mention  in  this  report  is  the  possible  role  ol 
aspirin  in  congenital  mallormations.  .\11  this  work 
( learly  indicates  the  importance  of  the  diet  as  a 
factor  to  be  considered  wheti  evaluating  the  toxicity 
of  a drug. 

We  can  see  that  an  important  but  a relatively 
neglected  aspect  of  nutrition  research  is  developing 
that  shonld  clarify  the  relationships  of  nutrition  to 
biological  response.  VV^e  must  remember  that  we 
need  to  understand  not  only  how  inadecjnate  diets 
inlhience  the  way  in  which  an  organism  re.sponds 
to  variations  in  his  environment,  but  we  must  also 
learn  how  apparently  adequate  diets  of  differing 
composition  also  inlhience  the  organisms  response 
to  variations  in  his  environment. 

L.H.N. 
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Transplantation  Biology: 

IV.  Other  Considerations 

liillingham  ’ has  estimated  that  in  the  Ehiited 
States  renal  transplantation  might  be  atile  to  save 
60  thousand  to  90  thousand  lives  per  year.  \Vith 
l)one,  bone  marrow,  cartilage,  skin,  and  liver  the 
figure  would  be  very  much  higher.  Now  that  the 
effective  means  of  overcoming  the  homograft  bar- 
rier are  practically  within  our  reach  we  are  be- 
coming painfully  aware  of  other  formidable  ob- 
stacles, for  there  are  few  organs  that  a healthy  liv- 
ing person  can  donate.  However,  Ave  can  live  per- 


feclly  normal  lives  on  one  kidney,  and  once  it  be- 
comes po.ssible  to  ensure  the  long  term  success  of 
renal  homografts  it  may  be  {possible  to  find  enough 
donors. 

W'hat  about  other  organs  such  as  hearts,  livers, 
or  lungs.  It  is  true  one  can  live  on  CAue  lung.  How- 
ever, to  domite  a healthy  lung  would  probably  in- 
volve too  serious  a surgical  risk  to  be  acceptable, 
d’he  only  conceivable  source  of  supply  of  these 
organs  then  is  the  cadaver.  Here  the  problem  be- 
comes extremely  complex.  Few  people  die  under 
circumstances  in  which  donation  of  an  organ  is  a 
practical  possiliility.  With  some  notable  exceptions, 
including  skin,  cornea  and  possibly  limbs  and  lung, 
internal  organs,  certainly  kidneys  and  livers,  de- 
teriorate very  rapidly  after  death.  In  fact,  the  pro- 
cess may  even  have  begun  in  the  terminal  stages  of  i 
life. 

In  order  to  retard  the  process,  steps  must  be  taken 
immediately  after  death  to  cool  the  potential  organ 
graft  almost  to  the  freezing  point  as  rapidly  as 
jKissible.  An  alternative  is  to  keep  the  body  alive 
with  the  aid  of  some  kind  of  a heart-lung  machine, 
riien  there  are  the  serious  ethical  and  medico- 
legal problems  as.sociated  with  the  employment  of 
living  or  cadaver  organs,  for  at  times  a prompt 
distinction  may  have  to  be  made  as  to  when  a per- 
son is  dead  and  herw  cpiick  the  organ  in  demand 
may  be  procured. 

Even  Avhen  a healthy  viable  organ  has  been  ob- 
tained, it  must  be  transplanted  immediately  lor 
otherwise  there  arises  the  problem  of  its  preserva- 
tion. W^e  know  that  a wide  range  of  cells  and  tis- 
sues can  be  chilled  slowly  if  impregnated  with  cer- 
tain protective  agents  such  as  dilute  solutions  of 
glycerol  and  dimethylsulphoxide.  They  can  then 
be  frozen  to  very  low  temperatures  (preferably  to 
that  of  licjuid  nitrogen— 196°C)  and  stored  to  what 
amounts  to  a state  of  suspended  animation  for  long 
periods. 1 Snbsecpient  rapid  warming  will  revitalize 
them.  When  it  comes  to  the  preservation  of  organs, 
particularly  kidneys,  these  methods  have  been  un- 
successful. I’here  is  still  a tremendous  gap  betw'een 
our  knowledge  of  the  conditions  required  for  an 
organ  as  large  and  complex  as  the  kidney. 

At  a few  degrees  above  freezing  the  useful  storage 
life  of  a whole  kitlney  is  rvell  below  24  hours.  If  we 
kneAv  how  to  extend  this  period  for  only  a few 
ilays  it  would  have  a considerable  impact  on  the 
logistics  of  organ  transplantation.  Hyperbaric  oxy- 
gen has  been  tried  as  well  as  attempts  to  inhibit 
metabolic  activity  by  means  of  a non-toxic  chemical 
agent.  But  no  solution  is  yet  in  sight.  A hibernating 
animal  such  as  the  woodchuck  is  able  to  “store” 
itself  for  many  days  at  temperatures  near  freezing. 
Perhaps  if  we  knew  how  he  accomplishes  this  feat 
we  might  have  a clue  that  could  be  fruitful  in  this 
reg.'ird. 
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Because  ol  non-avaiiabilily  oL  live  human  donors 
for  human  renal  tranplantation,  a lew  intrepid  sur- 
treons  hace  tried  to  use  hetero<>ralts  from  baboons 
and  chimpan/ees.  We  were  all  surprised  to  hear 
that  one  patient  was  sustained  tor  nine  months  with 
a champanzee  kidney.-  In  the  light  of  the  prompt- 
ness with  which  heterografts  are  usually  destroyed, 
this  result  must  be  consideied  impressive.  As  far  as 
man  is  concerned  chimpanzees  do  not  breed  rapidly, 
are  not  abumlant  and  the  problem  of  overcoming 
immunity  to  heterografts  from  our  neat  relatives 
the  primates  is  much  more  exacting  than  overcom- 
ing resistance  to  homografts. 

There  are  of  course  other  therapeutic  applica- 
tions of  transplantation  in  which  neither  problems 
of  procurement  and  storage  are  vital.  For  example, 
there  is  sound  experimental  basis  for  the  belief 
that  solution  of  the  donor  selection  prohlem  will 
make  it  possible  to  employ  “grafts”  of  bone  marrow 
to  correct  acute  destruction  by  drugs  or  radiation. 
Indeed  there  are  already  cases  on  record  ^ in  tvhich 
hemopoietic  tisstie  grafts  from  identical  twin  donors 
have  heen  successful  in  the  treatment  of  severe 
hypoplastic  anemia. 

Technically  marrow  transplantation  is  a relative- 
ly simple  procedure.  This  rather  pulpy  tissue  can 
easily  he  aspirated  from  the  marrow  cavity  of  the 
donor  (it’s  loss  is  soon  made  good)  and  injected  in- 
travenously into  the  patient.  The  cells  can  find 
their  own  way  to  appropriate  sites.  At  times  the 
sites  may  have  to  be  “cleared”  beforehand  by  x- 
irradiation  or  other  means,  though  this  may  not 
often  be  necessary. 

Another  possibility  is  the  correction  of  certain 
heretlitary  or  acquired  deficiencies  on  the  part  of 
the  immunological  defense  machinery  such  as  hypo- 
gammaglobulinemia * by  means  of  infusion  of 
lym|)hocytic  cells  fractionated  from  the  blood 
stream  of  well-matched  donors. 

Once  histocompatibility  tests  can  help  us  over- 
come the  immunological  hazards  why  coukln’t  it 
become  possible  to  sustain  the  life  of  an  individual 
during  an  acute  self-limiting  illness  such  as  po- 
tentially reversible  failure  of  the  liver  by  tenq)orar- 
ily  uniting  his  circidation  with  that  of  a healthy 
subject.  In  fact,  some  partially  sticcessfid  attempts  to 
treat  patients  suffering  from  acute  liver  disease  by 
perfusing  their  blood  through  fresh  isolated  pig 
livers  for  a few  hours  have  been  reported.® 

However,  even  when  there  is  complete  histocom- 
patibility as  in  the  case  of  renal  grafts  from  identi- 
cal twins,  many  kidneys  succumb  to  the  disease  that 
destroyed  the  native  organ.  In  stich  cases  organ  re- 
placement represents  treatment  of  a symjjtom  rather 
than  the  basic  disease  process,  and  indicates  ulti- 
mate failure  for  reasons  not  yet  taken  into  account, 
such  as  for  example  absence  of  a lymphatic  return. 


And  so  attention  is  turning  to  the  development 
of  mechanical  prostheses  for  organs  in  the  same  way 
as  synthetic  fibers  are  employed  for  vascular  grafts. 
So  far  as  other  organs  tire  concerned  besides  kid- 
neys and  heart,  there  seem  to  be  no  reasonable 
grountls  for  the  belief  that  mechanical  substitutes 
will  be  developetl  in  the  foreseeable  future  and  the 
cadaver  must  be  regarded  as  the  only  source  of 
supply. 

Billingham  points  out  how  ironic  it  is  that  the 
one  tissue  that  can  most  easily  be  obtained  from 
cadavers  and  which  can  be  easily  preserved  at  low 
temperatures  for  prolonged  periods— skin— is  the 
one  against  which  the  homograft  barrier  seems  to 
be  so  unrelenting— much  more  so  than  for  example 
the  kidney. 

L.H.N. 
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Recognizing  Conversion  Reactions 
In  Medical  Practice 

Couversioii  reactions  are  emotional  conflicts 
which  are  “converted”  into  disttirbances  of  the 
voluntary  neuromuscular  or  sensory  perceptive  sys- 
tems liy  unconscious  mechanisms  to  produce  symp- 
toms vvdtich  mimic  organic  disease.  I’he  question  is 
liow  we  as  physicians  can  distinguish  conversion 
reactions  from  organic  illnesses.  It  is  a thorny  prob- 
lem for  many  physicians.  The  differentiation  re- 
quires first  that  organic  pathology  be  demonstrated 
to  be  absent.  Then  the  presence  of  certain  forms  of 
psychopathology  must  be  recognized  as  present 
Both  of  these  approaches  may  prove  to  be  very  dif- 
ficult. 

The  physician  naturally  seeks  first  an  organic 
basis  for  eymptoms  while  the  psychiatrist,  a func- 
tional cause.  Even  if  an  organic  cause  is  present  it 
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when  he  just  can’t  sleep 

Tuinal 

Sodium  Amobarbital  and 
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Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
asleep  all  night. 
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tients with  decreased  liver  function,  since  prolongation 
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Dosage:  1 14  to  3 grains  at  bedtime. 
Supplied;  V4,  1‘4,  and  3-grain  Pulvules®. 


Additional  information  available  to  physicians  upon  request. 
Eli  Lilly  and  Company  • Indianapolis,  Indiana  46206 


700196 


docs  not  rule  out  a conversion  reaction.  Further- 
more il  a couvetsion  reaction  is  diagnosed  by  the 
])sycliiatrist,  this  does  not  rule  out  the  possibility 
ol  au  organic  illness  either  co-existing  or  causative. 
It  is  lor  this  reason  that  it  is  necessary  to  evaluate 
the  psychiatric  ciiteiia,  so  that  botli  j)hysician  and 
psydiiatiist  may  be  in  jsossessiou  ol  a reliable  pre- 
dictive index  to  dillerentiate  a conversion  reaction 
liom  organic  pathology. 

Raskin  I albot  and  .Meyerson  ^ tested  eight  cri- 
teria in  ,o0  patients  lor  iheii  uselulness  in  dis- 
tinguishing between  conversion  reactions  and  or- 
ganic symptoms.  I he  patients  were  releired  to  them 
Irom  a neurological  service  wherever  a conversion 
reac  tioii  was  considered  in  the  clillerential  diagnosis. 
Facb  patient  and  his  relatives  were  interviewed  and 
the  post-medical  records  tvere  studied.  A prediction 
was  then  made  ol  the  eventual  diagnosis  using  each 
criterion  individually  and  together. 

1 hree  ol  the  eight  criteria  turned  out  to  be  high- 
ly predictive  ol  the  existence  ol  a conversion  reac- 
tion. One  was  the  prior  use  ol  physical  symptoms  as 
psychological  delerence.  For  example  a woman  who 
bad  three  attacks  ol  light  hemiparesis  during  dis- 
ruptions ol  her  three  love  attairs.  Other  patients 
in  whom  presenting  symptoms  developed  alter  a 
mat  keel  change  in  their  lile  circumstances.  As  an 
example,  a woman  in  her  late  hlties  recently  re- 
tired whose  lile  lor  over  30  years  was  centered  about 
her  work.  He  fust  conversion  reaction  occurred  alter 
a rebull  Ironi  her  physician  who  was  then  her  clos- 
est human  contact.  Twenty-six  ol  the  32  patients 
with  conversion  reaction  were  positive  lor  this  cri- 
tei  ion. 

.\nother  criterion  was  the  presence  ol  signiheant 
emotional  stress  prior  to  the  onset  ol  symptoms.  F'or 
e.\am])le  eleven  ol  the  patients  had  immediate  or 
impending  object  loses,  mcjst  cjl  which  resulted  in 
considerable  lile  changes  tor  the  patient  such  as  in- 
creased boic-clum,  increased  expectations  tci  cope 
cviih,  im])encling  marriages,  increasing  sexual  in- 
timacy in  an  important  relationship,  or  during  in- 
tense tamily  battles.  M;my  ol  these  stresses  were 
clearly  signilicanl.  F.cpiallv  important  were  thejse 
circumstances  which  changed  the  patients  usual  de- 
lenses. 

The  tliiid  criterion  in  the  jnedictive  index  w'as 
evidence  that  sym|)toms  were  used  to  solve  conflict 
brought  about  by  |)ieci])itatiug  stress.  Usually  its 
piu|jose  was  to  achieve  a secotidary  gain.  ,\n  ex- 
ample ol  this  cited  was  that  ol  a lonely  housewile 
who  developed  hemiparesis  when  her  only  child 
moved  to  a disiaul  c ity.  .She  became  heljiless,  lorcecl 
het  daughtei  to  return  to  care  lor  her  and  then 
giadually  the  |)atient  recovered.  One  patient  with 
organic  illness  used  hei  symptoms  to  avoid  sexual 


relaiioiis  with  her  husbaucl.  This  indicates  that 
pet  sons  with  organic  ilhie.ss  can  also  develop  con- 
vet  sion  reactions  lor  secondary  gain. 

Othei  factors  nuiitionecf  as  helplul  by  cliflerent 
workers  such  as  hysterical  personality,  “la  belle  in- 
diHereiice,”  hysteiia,  presence  ol  a model  lor  symp- 
toms and  expression  ol  .symbcjlism  in  the  symptom, 
did  not  materially  contribute  to  the  predictive  in- 
dex. By  classifying  their  patients  on  the  basis  ol  the 
major  criteria  used  above  conversiem  reactions  were 
diagnosed  in  *33%  ol  the  patients.  Without  employ- 
ing the  |jreclictive  index  2*J%  ol  the  patients  with 
organic  illness  were  mistakenly  piedicted  to  have 
coti version  reactions. 

The  results  indicate  that  the  criteria  comprising 
the  preclitive  index  can  be  uselul  in  diagnosing  con- 
version reactions.  But  the  necessity  remains  that 
oiganic  illness  must  be  ruled  out  regardless  ol  how 
compelling  the  ptilient  fits  the  psychiatric  picture 
ol  a couversiou  retiction.  Only  seven  per  cent  ol  the 
patients  who  did  not  meet  the  criteria  set  up  lor 
determining  a conversion  reaction  later  proved  tcj 
have  this  diagnosis.  Fherelore  il  we  learn  to  evalu- 
ate a patient  by  the  predictive  index  ol  the  three 
criteria  set  up  by  Raskin  and  it  proves  to  be  nega- 
tive one  has  ruled  out  a conversion  reaction  with  a ! 
high  degree  ol  probability.  This  can  be  cjI  consider- 
able help  to  a physician  and  may  change  his  atti- 
tude. 

What  has  come  c)ut  ol  Raskin’s  study  is  that  con- 
version reactions  olten  occur  as  acute  psycho- 
genic illnesses  with  a good  prognosis  in  patients 
who  are  not  chronic;  or  Irecpient  “users”  ol  somatic 
symptoms.  In  the  study  reported  one-third  ol  the 
patients  with  conversion  reactions  were  not  sufter- 
ing  Iroiu  “hysteria.”  Ca)nversion  reactions  were  seen 
in  patients  who  had  functioned  well  until  circum- 
stances chastically  changed  their  adaptation.  I’hose 
newly  widowed  or  jobless  developed  somatic  symp- 
toms lor  the  first  time  and  this  was  Irecjuently  late 
in  life.  Other  patients  coped  with  numerous 
stresses  without  lalliiig  ill  but  had  difhculty  with 
one  area  of  life,  such  as  romantic  relationships  and 
develo|)ecl  rejieaiecl  conversion  reactions  whenevei 
such  relai iouships  were  encountered. 

,\s  physic  ians  we  must  never  lorgei  organic  dis- 
ease as  a source  to  couluse  our  tijjpraisal  of  a ccjii- 
version  reaction.  Psychiatrists  are  also  physicians 
who  must  be  on  guard  tcj  discover  the  possible 
presence  ol  oigauic  disease  either  as  a diagnosis  in 
ilsell  or  a basis  lor  the  development  ol  a conversion 
reac  t ion. 
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Problems  Of  The  Noise 
Deafened  Person 

The  most  common  complaint  of  the  person  with 
noise  induced  deafness  is  “I  can  hear  but  I don’t 
understand.”  His  difficulty  of  discriminating  speech 
is  in  fact  due  to  intelligence  and  habit  which  play  a 
large  part  in  filling  in  for  sounds  that  are  not  heard. 
Dougherty  and  Welch  ^ point  out  that  much  of  the 
amplitude  (intensity)  of  speech  is  low  frequency 
sound  heard  with  the  vowels,  whereas  the  under- 
standing of  speech  is  dependent  upon  high  fre- 
quency sound  carried  by  the  consonants.  Thus  the 
nerve  deaf  person  will  hear  speech  of  normal  loud- 
ness but  impaired  clarity.  The  first  sounds  to  be 
lost  are  the  fricative  sounds  such  as  f,  s,  th,  ch,  sh. 
This  makes  difficult  the  discrimination  of  words 
like  sick,  flic/;  or  chic/f. 

With  greater  hearing  loss  the  explosive  conson- 
ants such  as  b,  t,  p,  k and  d are  impaired.  It  is  diffi- 
cult for  the  normal  ear  to  appreciate  this  problem. 
I'he  simple  example  Dougherty  and  Welch  give  il- 
lustrates the  difficidty  to  the  deafened  person. 

The  normal  person  will  hear  “our  offiice  is  on 
the  twelfth  floor.” 

The  severely  impaired  person  will  hear  our  o-i-e 
- on  -e  -wel-tt  -loor. 

The  moderately  impaired  person  will  hear  our 
o-i-e  -i  - on  the  twel  - th  -loor. 

The  sentence  normally  would  be  heard  without 
distortion.  The  difficidty  in  discriminating  dis- 
torted speech  in  one  sentence  is  bad  enough.  The 
problem  of  a deafened  person  who  has  another  sen- 
tence immediately  following  can  be  imagined. 

Another  problem  in  noise  deafened  people  is  the 
phenomenon  of  recruitment  (abnormal  loudness). 
When  speech  or  other  sound  is  presented  at  levels 
not  disturbing  to  the  normal  ear,  some  nerve 
deafened  persons  will  complain  that  it  is  too  loud. 
Thus  in  a noisy  environment,  a shout  above  the 
noise  may  be  very  uncomfortable.  In  a quiet  area, 
a person  with  severe  loss  may  encounter  the  same 
difficulty  when  he  attempts  to  utilize  a hearing  aid 
with  high  amplification.  He  raises  the  volume  of 
the  hearing  aid  to  produce  speech  of  sufficient  in- 
tensity to  be  preceived  and  finds  the  rapid  rise  in 
loudness  makes  the  sound  uncomfortable. 

Even  ordinary  background  noise  will  decrease 
speech  discrimination  of  the  nerve  deaf.  The  nor- 
mal ear  shows  a sharp  decrease  in  accuracy  when 
forced  to  discriminate  speech  above  background  of 
80  decibels.  The  nerve  deafened  person  finds  it  very 
difficult  to  analyze  speech  because  the  high  fre- 
quencies are  often  blocked  by  background  noise  and 
it  is  the  high  frequencies  they  barely  hear  in  a quiet 
environment.  It  is  in  the  noisy  environments  usual- 
ly in  loud  groups  or  noisy  vehicles  where  they  first 


notice  their  hearing  loss.  Understanding  speech  be- 
comes difficult,  they  concentrate  for  as  many  cues  as 
possible,  they  cannot  relax  or  converse  and  so  much 
effort  becomes  necessary  that  they  soon  complain  of 
fatique. 

Some  people  may  understand  the  problem  of 
hearing  for  such  people  in  a noisy  environment. 
Few  however  conceive  the  basis  for  hearing  one 
sound  yet  ignoring  another,  as  for  example  hearing 
conversation  but  ignoring  a ringing  bell.  Yet  co- 
workers and  families  must  learn  to  accept  unex- 
plained variations  in  the  nerve-deaf  persons  hear- 
ing. 

ApjDarently  hearing  aids  for  sensory  deafness  are 
not  as  successful  as  one  would  wish.  They  are  only 
small  private  loud  speakers  that  amplify  sound  over 
a narrow  frequency  range.  They  make  speech 
louder  but  do  not  clarify  distortion  especially  in 
the  persons  with  a wide  difference  in  perception  of 
high  and  low  frequencies.  This  is  the  reason  why 
success  with  a hearing  aid  cannot  be  reliably  pre- 
dicted and  why  a trial  wearing  of  different  aids  is 
a necessary  test  of  their  value. 

In  all  cases  speech  reading  is  a valuable  tool  for 
the  severely  deaf  person.  In  fact  all  profoundly 
deaf  persons  spontaneously  utilize  speech  reading 
and  desperately  try  to  develop  this  ability  to  some 
extent.  Only  about  one-third  of  the  sounds  of  speech 
can  be  visualized  but  fortunately  many  of  the  hard 
to  hear  fricative  sounds  such  as  f,  th,  s,  ch  are  also 
the  most  visible.  The  auditory  gaps  in  the  sentence 
mentioned  above— “our  office  is  on  the  twelfth 
floor”  can  be  repeated  in  the  mirror  and  the  patient 
notes  the  lip  movements.  After  instruction  on  speech 
reading  a deafened  person  will  find  it  easier  and 
less  fatiguing  to  discriminate  conversation.  As  phy- 
sicians become  aware  that  speech  reading  instruc- 
tion should  be  provided,  then  application  of  speech 
reading  to  all  forms  of  deafness  will  be  encouraged 
and  the  older  person  with  slowly  progressing  sen- 
sory loss  will  not  be  neglected. 

It  is  astonishing  how  long  it  has  taken  us  to  rec- 
ognize that  community  noise  exposure  is  often 
above  maximum  standards  established  for  industry. 
Heretofore  community  noise  has  been  a short  term 
exposure  as  com23ared  to  the  eight  hour  jDeriod  in 
industry.  Now  as  the  power  use  of  both  home  and 
street  increases  it  is  mandatory  that  stej^s  must  be 
taken  to  limit  the  noise  outj^ut.  Otherwise  total 
timed  exjiosures  will  exceed  industrial  standards, 
standards  that  rely  on  regular  audiograms  to  pre- 
vent hearing  loss  by  noise  defenders  and  removal  of 
the  victim  from  the  noisy  environment. 

Add  hearing  loss  due  to  noise  and  that  caused  by 
arteriosclerotic  vascular  disease  and  we  are  con- 
fronted with  an  asjrect  of  preventive  medicine  here- 
tofore neglected.  Health  departments  and  com- 
munity jrlanners  must  give  special  attention  to 
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How  long  will  it  take  him 
to  recover  from  the  flu 
if  he  just  doesn’t  care? 


Does  he  really  care? 

Is  he  alert,  encouraged, 
positive  and  optimistic 
about  getting  out  of  bed 
and  back  to  work  soon? 

Or  is  he  giving  in  to 
the  depressing  impact 
of  confinement? 

When  functional  fatigue 
complicates  convalescence, 
Alertonic  can  help... 


Pleasant-tasting  Alertonic  is  pipradrol  hydrochloride 
—an  effective  cerebral  stimulant  whose  gentle  ana- 
leptic action  helps  counteract  the  apathy  and  inertia 
that  so  often  delay  convalescence— together  with  an 
excellent  vitamin  and  mineral  formula,  in  a satisfy- 
ing 15%  alcohol  vehicle. 

Nothing  fosters  confidence  and  a sense  of  well- 
being better  than  your  own  personal  warmth,  under- 
standing and  encouragement  together  with  Alertonic 
to  help  insure  prompt  response. 

Adequate  dosage  is  important:  Prescribe  Alertonic— 
one  tablespoonful  t.i.d.,  30  minutes  before 
meals.. . tastes  best  chilled. 

And  for  your  patienfs  sake,  prescribe  Alertonic 
in  the  convenient,  economical  one-pint  bottle. 

Alertonic^ 

Available  Only  On  Prescription 

Each  45  cc.  (3  tablespoonfuls)  contains:  alcohol,  15%;  pipradrol  hydro- 
chloride, 2 mg.;  thiamine  hydrochloride  (vitamin  Bi)  (10  MDR*),  10 
mg.;  riboflavin  (vitamin  Bs)  (4  MDR),  5 mg.;  pyridoxine  hydrochloride 
(vitamin  Bo),  1 mg.;  niacinamide  (5  MDR),  50  mg.;  choline,!  100  mg.; 
inositol,!  100  mg.;  calcium  glycerophosphate,  100  mg.  (supplies  2% 
MDR  for  calcium  and  for  phosphorus)  and  1 mg.  each  of  the  following: 
cobalt  (as  chloride),  manganese  (as  sulfate),  magnesium  (as  acetate), 
zinc  (as  acetate),  and  molybdenum  (as  ammonium  molybdate). 

♦Multiple  of  adult  Minimum  Daily  Requirement  supplied. 

tThe  need  for  these  substances  in  human  nutrition  has  not  been  established. 

Indications;  1.  Functional  fatigue  such  as  that  often  associated  with:  a 
depressing  life  experience  or  stressful  time  of  life;  advancing  years; 
convalescence;  limited  activity  or  confinement.  2.  Poor  appetite  and 
vitamin-mineral  deficiency  as  they  occur  in:  patients  having  faulty  eat- 
ing habits;  geriatric  patients  who  are  losing  interest  in  food;  patients 
convalescing  from  debilitating  illness  or,  surgery. 

Contraindications:  As  with  other  drugs  with  CNS  stimulating  action, 
Alertonic  is  contraindicated  in  hyperactive,  agitated  or  severely  anxious 
patients  and  in  chorea  or  obsessive  compulsive  states. 

Side  effects:  Reports  of  overstimulation  have  been  rare.  Patients  who 
are  known  to  be  unduly  sensitive  to  the  effects  of  stimulant  drugs  should 
be  observed  carefully  in  the  initial  stages  of  treatment. 

Dosage:  Adults,  1 tablespoonful;  children  (over  15  years  old),  1 to  2 
teaspoonfuls;  children  (4  to  15  years  old),  1 teaspoonful.  To  be  taken 
three  times  daily  30  minutes  before  meals. 

THE  WM.  S.  MERRELL  COMPANY 
Division  of  Richardson-Merrell  Inc. 

Cincinnati,  Ohio  45215  6-7907 


^Merrell^ 


noise  hazards  where  people  (ongiegale.  In  consider- 
ing the  prevalence  ol  hearing  loss  in  the  elderly  and 
its  pernicious  eilects,  these  people  deserve  particu- 
lar emphasis  iti  noise  control,  lor  they  not  only  run 
the  risk  ol  lurther  hearing  loss,  but  also  carry  the 
burden  of  discriminating  above  atmoying  l)ack- 
gronnd  noise. 

Many  areas  ol  the  community  such  as  subways, 
other  lortns  ol  tratisport,  nnmnllled  motorcycles  and 
antomohiles  could  achieve  huge  reductions  iti  noise 
with  careful  engitieei ing,  and  also  il  the  willful 
noise  producers  develop  a respect  for  other  people. 
To  reduce  noise  levels  in  the  kitchens  and  on  the 
street  will  recpiire  an  educated  demand  by  the  con- 
sntner.  Public  concern  must  also  be  developed  to 
achieve  a reduction  in  community  noise  liazards 
for  most  tioise  sources  can  and  will  be  controlled  if 
the  individual  understands  the  pernicious  effect  of 
noise  upon  himself  and  his  fellow  man. 

I..I1.X. 
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Man's  Relationship  To  His 
Intestinal  Bacteria 

We  urgetitly  need  a much  better  understanding 
than  tve  have  coticentitig  man’s  relationship  to  the 
bacterial  population  present  in  his  ituestinal  tract. 
For  example  we  do  not  know  what  the  mechanism 
is  for  hypojnoteinemia  often  seen  in  patients  with 
exce.ssive  growth  of  microorganisms  in  the  small 
bowel  lumen.  It  is  known  that  malabsorption  is 
induced  by  small  intestinal  bacteria  but  many  ob- 
servatiotis  relative  to  this  at  present  are  entirely  un- 
explained. Why  do  so  many  patients  with  multiple 
jejunal  diverticula  have  no  significant  ah.sorptive 
defects.  Why  are  tetracycline  and  other  absorbable 
antibiotics  usually  so  much  more  effective  than 
non-ahsorbable  agents  such  as  neomycin. 

Why  is  it  that  single  short  couLses  of  antibiotic 
therapy  in  cases  of  malabsorptioti  are  often  followed 
by  prolonged  clinical  remissions  associated  with  es- 
sentially normal  absorption  tests?  It  is  apparent 
that  what  is  urgently  needed  is  a much  better  un- 
derstanding of  man’s  relationship  to  the  bacterial 
popidation  present  iti  his  gastrointestinal  tract. 

The  jiast  decade  has  witnessed  ituense  renewal 
of  interest  in  these  problems.  I'here  has  emerged  a 
clear  concept  that  the  enteric  bacteria  constitute  an 
important  part  of  the  hosts  environmetit.  The  en- 
teric bacterial  role  in  nutrition,  resistance  to  infec- 
tion, shock,  hepatic  decompensation,  strangulation, 
obstruction  of  the  intestine  atul  the  response  to  ir- 
radiation has  already  received  much  attention. 


.Salem  et  al  ' have  described  a patient  with  .sclero- 
deiina  in  whom  intestinal  malahsorpt ion  was  a.s- 
sociated  with  proloferation  of  bacteria  in  the  small 
bowel. 

Studies  by  Dixon  - suggest  that  the  mechatiical 
cleansitig  effect  of  normal  intestinal  peristalsis  is  an 
effective  mechanism  by  which  bacterial  growth 
within  the  .small  bowel  is  limited.  Accordingly  any 
disorder  in  tvhidi  orderly  Iknv  of  gut  contents  is 
impaired  may  result  in  rapid  bacterial  proliferation 
and  concomitant  malabsorption.  Poor  motility  of 
the  gut  in  sclerodenna  is  probably  the  basis  of  mal- 
ab.sorption  because  (d  overgrowth  of  enteric  micro- 
oiganisms.  I'here  are  other  small  bowel  disorders 
( haracterized  by  impairmetit  of  laminal  flow  and 
concomitant  bacterial  overgrowth  such  as  surgical 
blind  loops,  diverticula,  structures,  entero-enteric 
fistulae  atid  poorly  1 unction  ing  gastrojejunostomis. 

Fhere  are  problems  involved  in  studying  bac- 
teiial  overgrowth  in  the  small  itilestine.  bishop 
has  lound  at  least  20  bacterial  species  from  blind 
|)ouches  of  the  small  bowel  experimentally  jno- 
dneed  in  rats  and  dogs,  'f'his  complexity  has  limited 
l)oth  the  tnnnber  and  cjnatitity  of  bacterial  studies 
in  patients  with  microbial  overgrowth  and  mal- 
absorption. Indeed  currently  available  methods  may 
not  even  provide  a valid  indication  of  the  number 
atul  kinds  of  bacteria  which  actually  exist  within 
ilie  small  bowel  lumen. 

I'he  tnost  common  clitiical  features  of  small 
i)owel  bacterial  proliferation  are  macrocytic  anemia 
associated  with  megaloblastic  botie  marrow  and  low 
seiutn  levels  of  vitamin  Iij2-  1 his  anemia  is  cor- 
rectable by  administering  Bjo-  I he  anemia  in  pa- 
tients with  surgical  blind  loops  and  small  bowel 
divertica  must  therefore  be  due  to  bacterial  over- 
growth which  inhibits  ab.sorption  of  B12. 

Fhere  is  as  yet  no  precise  explanation  for  the 
manner  in  which  the  proliferating  bacteria  in  the 
small  bowel  interfere  with  B12  absorption.  In  rats 
with  exjjerimentally  formed  small  bowel  blind 
loops,  the  malabsorption  of  Bj2  is  corrected  by 
Ijioad  spectrum  antilnotics  or  l>y  surgical  excision  of 
the  pouches.  The  probability  is  that  the  intra- 
luminal microorganisms  directly  comjjete  with  the 
intestinal  cell  for  the  uptake  of  the  vitamin  there- 
hy  making  it  unavailable  for  absorption.  This  may 
not  be  the  whole  explanation  since  normal  absorp- 
tion from  the  bowel  has  been  noted  to  occur  in  the 
presence  of  massive  contaminatioti  with  bacteria.'* 

.\nother  observation  is  coticerned  with  fat  ab- 
sorption during  bacterial  overgrowth  in  the  small 
Itowel.  One-third  of  such  patients  show  steatorrhea. 

1 his  could  not  be  attributed  to  competition  by  bac- 
teria for  fat  since  only  one  per  cent  of  lipids  is 
foinid  bound  by  bacteria,  d’he  syndrome  of  stea- 
torrhea is  generally  moderate.  In  experimental  ani- 
mals fecal  excretion  of  fat  can  be  increased  by  blind 
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loops  and  as  in  anemia  abolished  by  broad  spec- 
trum antibiotics.  Here  the  malabsoiption  o£  dietary 
hit  is  not  due  to  impairment  of  absor^^tive  power 
of  the  intestinal  epithelinm.  Perhaps  as  the  work  of 
Donaldson  and  others  have  shorvn,  the  explanation 
can  be  found  in  alteration  of  bile  salt  metabolism 
and  resultant  inadequate  preparation  of  the  fats 
for  absorption. 

There  are  some  positive  values  to  the  presence 
of  microorganisms  in  the  bowel.  It  has  been  under- 
stood for  a long  time  that  fully  grotvn  cultures  of 
viable  microorganisms  do  not  readily  permit  a new- 
ly introduced  strain  to  flourish.  In  the  gut  there  are 
relatively  large  resident  bacterial  populations  which 
could  interfere  with  newly  introduced  microorgan- 
isms whether  pathologic  or  not.  These  will  mul- 
tiply only  when  applied  in  large  numbers  or  when 
the  underlying  flora  have  been  reduced  in  numbers. 
Thus  it  is  difficult  to  establish  shigella  or  salmonel- 
la in  the  gut  of  man  or  laboratory  animals  unless 
relatively  large  numbers  of  bacilli  are  ingested.^ 

Conversely  antibacterial  drugs  may  reduce  the 
number  of  organisms  in  the  gut  and  permit  the 
ready  implantation  of  a few  pathogens  or  other 
new  organisms.  Perhaps  Metchinkoff  would  have 
had  greater  success  with  his  desire  to  prolong  life 
by  substituting  lactic  acid  bacilli  for  the  usual  in- 
testinal flora  if  he  had  access  to  broad  spectrum 
antibiotics.  And  how  thankful  should  we  be  to  the 
existing  intestinal  flora  for  being  spared  more  sal- 
monellosis that  we  contract,  considering  the  wide- 
spread distribution  of  salmonella  organisms  in  our 
food  supply. 

L.H.N. 
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Circadian  Clocks:  24  Hour 
Rhythms  In  Man 

d’hroughout  our  lives  we  experieuce  an  alterna- 
tion of  light  and  darkness  with  an  almost  constant 
cycle  length  in  24  hours.  This  fixes  our  pattern  of 


behavior  with  periods  of  sleep,  activity,  meals  etc. 
Many  of  our  habits  are  also  affected  by  circadian 
periodicity  and  many  of  our  physiological  functions 
display  the  same  rhythmic  behavior. 

Certain  epidermal  tissues  exhibit  rates  of  cell  di- 
vision peaking  in  the  late  evening  and  coinciding 
with  the  nocturnal  sleep  habit.  Hemoglobin  con- 
centration, red  cell  count  and  size,  plasma  proteins 
all  show  high  values  by  day  and  low  values  by 
night.  The  vital  capacity  of  normal  healthy  men 
falls  rapidly  just  after  midnight,  a change  probably 
due  to  increase  in  total  blood  content  in  the  lungs. 
The  temperature  shows  lowest  values  in  early  morn- 
ing and  this  variation  is  not  due  entirely  to  muscu- 
lar activity  during  the  day  because  the  same  is 
found  in  patients  confined  to  bed.^ 

One  of  the  best  studied  circadian  oscillations  is 
the  renal  excretory  rhythm  which  shows  a peak 
urine  flow  during  the  day  with  a minimum  at  night. 
This  may  be  related  to  a circadian  rhythm  in  the 
activity  of  the  adrenal  cortex  whose  hormones  con- 
trol kidney  function  and  regulate  water  balance 
by  causing  sodium  and  chloride  retention  and  ex- 
cretion of  potassium.  Cortisol  secretion  periodicity 
must  also  effect  carbohydrate  metabolism,  behavior 
of  membranes  in  the  joints,  eyes,  skin  and  else- 
where. 

Circadian  rhythms  in  normal  man  will  persist  in- 
definitely unless  the  subject  changes  his  habits  in 
which  case  they  may  become  desynchronized  as 
happened  to  three  normal  subjects  who  spent  sever- 
al months  in  a cave-  or  as  happens  when  one  flies 
from  this  country  to  Europe  and  back.  The  rhythms 
can,  however,  resynchronize  after  the  return  of  the 
subjects  to  their  normal  societal  life.  Circulatory 
rhythms  can  be  desynchronized  by  disease,  as  hap- 
pened to  a child  with  recurrent  fever  in  whom  the 
blood  pressure  underwent  a circadian  rhythm  de- 
sychronization  from  its  24  hour  “Clock”. ^ 

A knowledge  of  the  normal  cycle  can  provide  a 
context  within  which  to  measure  the  disturbance 
caused  by  disease.  For  example,  rve  are  accustomed 
to  regard  a high  nocturnal  urine  ffow  as  an  indica- 
tor of  disease.  Acute  lesions  of  the  kidney  tubules 
can  cause  a very  large  circadian  variation  in  blood 
pressure  which  subsides  during  recovery.  This 
means  that  if  we  record  blood  pressure  at  the  time 
of  its  peak  we  can  readily  measure  progress  of  the 
disease  rather  than  if  the  readinais  are  taken  at  ran- 
dom  times  of  the  day. 

The  information  on  circadian  systems  has  possi- 
ble therapeutic  relevance  and  awaits  further  study. 
Experiments  oir  animals  already  have  revealed  that 
the  effect  of  an  overtlose  of  Ouabain  as  well  as  that 
of  a potentially  noxious  agent  is  a function  of  the 
circadian  system  phase  at  the  time  of  the  adminis- 
tration of  the  agent.  Mortality  from  an  identical 
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LeniiDX  i’harinacy 
299  E.  Center  St. 
Manchester,  Conn. 

Anthony  J.  Pagano 
1 13  llehron  Ave. 
Glastonhury,  Conn. 

Elm  Drug 
35  Burnside  Ave. 
East  Hartford,  Conn. 

Leone  I’harmacy 
351  Burnside  Ave. 
East  Hartford,  Conn. 

Country  Drug 
W.  Middle  Turnpike 
Manchester,  Conn. 

Easton’s  I’harmacy 
695  Potiunock  Ave. 
Windsor,  Conn. 

Modern  Drug  Co.,  Inc. 

158  Main  St. 
Windsor  Locks,  Conn. 

Bushnell 
Plaza  Pharmacy 
711  Main  .St. 

I lartford,  Cf)iin. 

Family  Drug 
587  Middle  Turnpike 
East 

Manchester,  Conn. 

Kay  Drug  Co. 

112  Main  St. 
East  Hartford,  Conn. 

Liggett  Rexall  Parkade 
Drug  Store 
404  Mi(hUe  Turnpike 
Mancliester,  Conn. 

Freeman  Drug  Co. 
Maple  Ave.  and 
Freeman  St. 
Hartford,  Conn. 

Concord  Pharmacy 
666  Farmington  Ave. 
West  Hartford,  Conn. 

Kottenhoff  Drug  Co. 
1U03  Farmington  Ave. 
West  Hartford,  Conn. 

Tunxis  Pharmacy,  Inc. 
1230  F'armington  Ave. 
West  Hartford,  Conn. 

Family  Drug  Store,  Inc. 
166  Silas  Deane 
Highway 

Wethersfield,  Conn. 

Silas  Deane  Drug  Co. 
691  Silas  Deane  Hwy. 

Corner  Wells  Rd. 
Wethersfield,  Conn. 

Vernon  Pharmacy 
Vernon  Circle 
Vernon,  Conn. 

Seaforth  Enterprises, 
DBy\  Brett  Pharmacy 
860  Main  St. 
Willimantic,  Conn. 

Storrs  Drug 
Route  195 
Storrs,  Conn. 

Curran’s  Pharmacy 
724  Main  .St. 
Willimantic,  Conn. 

W ilson’s  Pharmacy 
723  Main  St. 
Willimantic,  Conn. 

Medical  Pharmacy 
1 197  Main  St. 
Willimantic,  Conn. 

Allard  Pharmacy 
56  Main  .St. 
Danielson,  Conn. 
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dose  ol  loxiii  given  to  mice  may  exceed  80%  at  cJiie 
time  ol  day  and  lall  to  about  20%  at  another.- 
(arcadian  rhythms  may  he  causally  related  to 
disease  il  the  occurrence  ol  pathology  is  aided  by 
a critical  physiological  change.  Unman  beings  seem 
to  he  more  vnlnerahle  during  the  night  to  cerebral 
hemorrhage,  pidmonary  edema  and  cardiac  asthma. 
Periodicity  in  psychoses  is  well  docnmented  in  a 
case  report  ol  a patient  whcr  had  a regnlarly  peri- 
odic occurrence  ol  psychotic  ejhsodes.^  Wdien  he 
was  placed  on  an  abnormal  time  schednle  the 
period  ol  the  psychosis  was  altered  even  though 
other  physiological  activities  such  as  renal  lunc- 
tion  adhered  to  a circadian  cycle. 

I'he  real  problem  is  whether  scmie  disease  pro- 
cesses can  originate  in  the  disruption  ol  normal 
phase  relations  between  circadianly  varying  lunc- 
tions.  Such  an  event  has  been  shown  in  kidney  lunc- 
tion.^  II  phosphate  buffer  is  given  it  will  increase 
excretion  ol  acid  by  the  kidney.  Both  aciil  and  phos- 
phate excretion  peak  normally  at  night.  Fhe.se  la- 
cilitate  each  others  action.  II,  however,  the  two  os- 
cillations become  desynchronized  severe  symptoms 
in  the  urinary  tract  can  develop. 

d’here  is  much  evidence-'^  that  circadian  rhythms 
have  an  internal  origin  resulting  Irom  the  Innction- 
ing  of  a endogenous  “clock”  rather  than  merely  be- 
ing a response  to  periodic  changes  in  the  environ- 
ment although  background  radiation,  geomagne- 
tism, the  earth’s  electrical  fiekF*  and  light,  have  re- 
ceived much  attention.  One  reason  is  that  a rhythm 
might  not  have  its  own  clock  but  might  instead  be 
controlled  by  some  other  lunction  which  has  its 
own  circadian  timekeeper.  .Such  a circumstance  is 
seen  in  the  lluctuating  level  of  eosinophiles  in  the 
circulation.  I'heir  level  is  under  control  of  cortisol 
whose  secretions  is  in  turn  mediated  by  24  hour 
\ariation  in  .AC'FH  which  is  itself  controlled  bv 
feedback  from  cortisol  blood  levels.'^ 

4'he  complexity  of  the  relationships  between 
clocks  is  made  apparent  il  we  begin  at  the  cellidar 
level.  Each  separate  cell  and  each  member  of  a 
chain  ol  glandular  organs  can  have  an  intrinsic 
circadian  rhythmicity  which  is  either  inherent  or 
tleveloped  and  sustained  by  emironmental  peri- 
()dicities.  For  this  reason  it  has  been  difficult  to  de- 
cide whether  or  not  some  experimental  procedure 
is  influencing  a “clock”  directly  or  acting  as  a fac- 
tor somewhere  along  the  line  in  a causal  sequence. 
If  one  gives  potassium  salts  at  night  it  will  alter 
electrolyte  balance  sufficiently  to  disrupt  the  normal 
circadian  rhythm,  but  when  potassium  is  withheld 
the  normal  oscillation  returns.  On  the  other  hand 
reserpine  will  upset  the  normal  temperature  rhythm 
and  when  the  oscillation  returns  after  reserj)ine  is 
cut  off  the  rhythm  is  out  of  phase. 


One  of  the  most  extraordinary  phenomenon  con- 
nected with  circadian  oscillation  is  the  relation  be- 
tween a human  host  and  the  infesting  parasite 
Wucheria  bancrofti.  It  appears  the  infesting  organ- 
ism adjusts  to  the  hosts  temperature  variation  en- 
tering the  skin  when  the  temperature  is  low  and 
retreating  to  the  lungs  when  the  temperature  is 
high.  It  is  probable  that  .some  organisms  cannot 
survive  a high  temperature  of  the  host  and  this  may 
be  an  important  factor  in  immunity.  Perhaps  when 
a teni|)erature  is  low  the  conditions  are  right  for 
an  invading  organism  to  begin  multiplication. 

.\s  the  field  of  knowledge  in  24  hour  rhythms 
expands  it  conld  have  immediate  applications  in 
the  daily  practice  of  medicine. 

L.H.N. 
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If  We  Can  Persuade  Our  Patients 
Not  To  Smoke 

Respiratory  system  disease  iucludiug  malignancy 
is  now  a most  important  cause  of  death  in  man. 
.Such  illness  was  responsiltle  for  12  per  cent  of  the 
male  deaths  in  California  in  1960.  If  as  Hammond 
has  logically  suggested,  many  tleaths  signed  out  as 
tlue  to  coronary  artery  disease  are  in  fact  significant- 
ly contributed  to  by  underlying  filnosis  or  emphy- 
sema of  the  lungs,  then  the  true  proportion  of  male 
deaths  basically  due  to  respiratory  disease  may  be 
much  greater  perhaps  nearly  1/4  of  all  deaths.  The 
deaths  in  women  in  the  major  cardiorespiratory  di- 
sease categories  are  half  that  of  men  and  in  pulmon- 
ary emphysema  1/7  of  men.  These  different  ratios 
are  perhaps  due  to  lesser  exposure  of  American 
women  to  cigarette  use. 

If  smoking  is  a.s.sociated  with  a high  incidence  ol 
respiratory  disease  and  cancer  then  one  should  find 
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lo^\'  mortality  and  low  morbidity  among  non- 
smokers.  Such  a study  has  first  been  reported  by 
Lemon  and  Walden^  among  Seventh  Day  Ad- 
ventists (SDA)  who  are  essentially  non-smokers. 
Ttvo  per  cent  were  currently  smoking,  65  per  cent 
had  never  smoked,  whereas  among  controls  59  per 
cent  were  smokers  and  21  per  cent  never  smoked. 

The  important  finding  as  might  have  been  ex- 
pected- is  that  SDA  mortality  from  all  causes,  all 
types  of  cancer  and  coronary  artery  disease  was 
half  of  that  expected  and  the  most  outstanding 
deficits  were  found  in  those  diseases  closely  related 
to  the  respiratory  tract.  Fifty  six  cases  of  cancer  of 
the  lung  rrere  expected  and  only  nine  found.  There 
rvere  no  deaths  from  cancer  of  the  mouth,  or  larynx 
whereas  19  were  expected.  Whereas  134  deaths  from 
respiratory  tract  disease  rvere  expected  only  43  were 
found.  One  case  of  tuberculosis  occurred  and  19 
were  expected.  Nineteen  pneumonias  were  observed 
and  68  were  expected.  Bronchitis  and  emphysema 
were  observed  in  5 vs  25  expected.  Altogether  an 
expected  898  SDA  deaths  did  not  occur  during  this 
five  year  ^aeriod! 

The  authors  carefully  analyzed  other  factors  that 
may  have  contributed  to  the  striking  reduction  in 
mortality  such  as  socio-economic  advantage  as  re- 
lated to  occupation,  rural  vs.  city,  but  these  played 
no  role.  It  is  a sobering  fact  that  this  epidemic 
disease  is  extremely  rare  among  non-smoking  life 
time  SDA  members  whatever  their  occupational, 
residential,  or  other  environmental  exposures. 

The  authors  carefully  considered  two  possible 
biases  in  their  conclusions  but  found  them  inopera- 
tive. One  was  that  the  expected  death  rates  in  other 
Californians  were  made  too  high  and  another  that 
not  all  deaths  in  the  SDA  population  were  account- 
ed for.  It  must  therefore  be  faced  that  the  profound 
and  broad  effects  of  the  many  toxic  substances  in 
the  cigarette  (including  the  mucotoxins  and  polo- 
nium 210)  on  the  physiological  mechanisms  of  the 
body  particularly  the  vital  cardiopidmonary  and 
circulatory  systems  should  be  expected  to  have  a 
similarly  profound  effect  on  the  mortality  patterns 
related  to  those  systems.-^’ 

Many  SDA’s  have  a better  economic  status  than 
do  their  fellow  Californians.  They  are  a more  liter- 
ate educated,  economically  able  population  with 
known  interest  in  health  matters.  But  such  factors 
appear  negligible  compared  with  results  of  the  ab- 
stinence from  tobacco.  Neither  cordd  the  authors 
find  selection  or  “constitutional”  theory  of  lung 
cancer  as  an  explanation  for  the  lung  cancer  in 
smokers  as  against  non-smokers.  Many  are  vegetar- 
ians avoid  tea,  follow  a way  of  life  which  includes 
adequate  rest,  recreation,  exercise,  avoidance  of  ten- 
sion and  worry,  good  hygiene  and  prompt  co-opera- 
tion with  medical  care.  What  part  such  hygiene 


plays  in  lowered  respiratory  disease  mortality  if  any, 
is  not  yet  known. 

In  the  search  for  other  rational  explanations  for 
the  current  lung  cancer  epitlemic  in  the  United 
States  and  now  the  epidemic  increase  of  pidmonary 
emphysema  and  bronchitis,  air  pollution  has  been 
suspected.  A careful  analysis  of  the  figures  presented 
Iry  Lemon  reasonably  rules  out  this  factor  as  a 
cause.  The  belief  is  justified  that  lung  cancer  would 
decline  as  a significant  death  risk  if  cigarette  smok- 
ing ceases  in  this  country. 

SDA  men  are  almost  certainly  experiencing  a 
preferential  longevity  and  the  chief  reason  for  this 
selective  advantage  in  cardiorespiratory  mortality 
is  due  to  their  abstinence  from  the  use  of  tobacco 
particularly  cigarettes.  The  probable  longevity  as- 
sociated with  this  decreased  risk  of  death  among 
non-smoking  SDA’s  is  itself  striking.  It  has  been 
estimated  in  these  Columns-  that  a smoker  of  20 
cigarettes  a day  has  a reduced  longevity  by  eight 
years  and  if  he  smokes  40  cigarettes  a day  his  life 
expectancy  is  reduced  by  sixteen  years.  Abelin®  in 
a recent  life  table  analysis  of  smoking  study  data, 
indicated  in  confirmation  of  the  above  figures  that 
if  one  assumed  a causal  relationship  between  smok- 
ing and  higher  death  rates,  then  increases  in  lon- 
gevity residting  from  non-smoking  might  equal  the 
whole  of  that  achieved  in  the  last  40  years  with  all 
the  progress  in  medical  Science! 

While  the  hunt  goes  on  in  many  quarters  for  a 
“safe”  cigarette,  it  is  important  to  notice  again  that 
the  knowledge  is  already  at  hand  for  ending  the 
epidemic  of  lung  cancer  and  reducing  the  growing 
problems  of  cardiopulmonary  crippling  and  un- 
timely deaths  from  emphysema  and  coronary  artery 
disease.  The  studies  among  SDA’s  warrants  the  con- 
clusion that  male  longevity  in  this  country  could  be 
significantly  increased  with  a corresponding  de- 
crease in  morbidity  and  mortality  from  cardio- 
respiratory disease  of  all  sorts  if  cigarette  smoking 
were  to  become  an  unacceptable  social  habit. 

It  shordd  be  a matter  of  considerable  scientific 
interest  in  itself  why  cigarette  smoking  continues 
unabated  despite  the  mountainous  evidence  of  its 
hazard.  This  widely  indulged  and  perilous  habit 
is  little  restricted  by  government  action,  public 
health  leadership  or  individual  responsibility  of  a 
person  to  himself  or  his  family. 

L.H.N. 
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The  Cell:  New  Light  On 
An  Old  Problem 

I’he  concept  ol  tlie  cell  as  the  unit  of  biological 
structure  both  in  plants  and  animals  is  an  old  one 
since  the  time  of  Schleiclen  and  Schwann.  More 
than  100  years  ago  Virchow  established  the  celhtlar 
basis  of  disease,  d’he  cell  image  we  inherited  from 
preceding  generations  of  biologists  was  that  of  a 
droplet  of  relatively  homogeneous  glossy  substance 
or  “hyaloplasm”  with  a nucleus  and  a few  granules 
inside.  And  yet  we  know  this  could  not  be  so  since 
cells  varied  so  widely  in  their  function  from  nerve 
transmission,  to  contractic:)n,  to  urine  formation,  to 
secretion  and  many  others. 

Cells  now  since  the  introduction  of  the  electron 
microscope,  have  turned  out  to  be  much  more  ela- 
borately organized  than  previously  assumed,  the 
salient  finding  being  the  remarkable  amount  of 
compartmentalization  of  both  animal  and  plant 
cells  and  this  is  accomplished  by  the  extensive  use 
of  intracelhdar  membranes.  So  now  we  have  a new 
image  of  the  cell  which  is  evolving  since  the  middle 
1950’s  namely  a conglomerate  of  compartments 
separated  from  one  another  by  membrane  parti- 
tions. It  is  tridy  a membrane  box  containing  within 
it  a series  of  smaller  boxes  each  bounded  Iry  its  own 
membrane  and  each  occupied  by  one  or  more  dis- 
tinct components  (particles,  fibrils,  matrix)  often 
unique  in  their  distribution.  The  variability  of  all 
cells  in  animals  or  plants  rested  upon  an  obviously 
common  pattern  of  organization.  They  were  vari- 
ants on  a common  central  theme.  Only  the  bac- 
terial cell  was  without  compartmentalization. 

.All  this  knowledge  has  come  to  us  first  as  a result 
of  our  ability  with  the  electron  microscope  to  vis- 
ualize small  objects  by  400  times  greater  magnifica- 
tion than  with  the  light  microscope.  But  special 
fixing  techniejnes  were  necessary  to  prepare  tissues 
for  the  electron  microscope.  Further  just  seeing 
what  the  structures  looked  like  was  not  enough.  It 
w'as  necessary  to  develop  techniques  of  cell  frac- 
tionation, radioisotope  uptake  and  autoradiography 
in  order  to  correlate  at  the  molecular  level  the  struc- 
tures within  the  cell  with  their  biochemical  activity. 

It  was  for  this  brilliant  achievement  that  G.  E. 
Palade  was  awarded  the  Albert  Lasker  Basic  Re- 


search Award.  The  gradual  steps  in  observation, 
experiment  and  brilliant  intuition  which  led  him 
and  his  group  to  clarify  the  structure  and  function 
of  the  cell— “the  wonders  of  life”  is  described  in  a 
recent  issue  of  the  J.A.AI.A.’^ 

The  first  discovery  was  that  of  a small  particle 
called  ribosome,  some  free  in  the  cell,  others  at- 
tached to  a membrane  of  a microsome.  The  ribo- 
somes were  found  to  contain  ribonucleic  acid  which 
is  known  to  be  involved  in  protein  synthesis.  We 
have  long  known  cells  synthesize  protein  rapidly 
either  for  growth  or  secretion  now  we  know  this  is 
performed  by  the  ribosomes. 

By  cell  fractionation  it  was  possible  to  obtain  for 
study  another  subcelliilar  component,  the  micro- 
some,  a fragment  of  the  endoplasmic  reticulum  with 
a rough  surface  to  which  the  ribosomes  are  at- 
tached. By  means  of  radioactive  amino  acids  it  was 
found  that  they  became  more  actively  incorporated 
into  the  protein  of  microsomes,  than  in  other  cell 
fractions  and  the  radioactive  proteins  became  most- 
ly concentrated  in  the  ribosomes.  It  then  turned  out 
that  the  ribosome  free  or  attached  is  the  site  of  pro- 
tein synthesis.  The  process  involved  a number  of 
factors  i.e.  amino  acids  activating  enzymes,  trans- 
fer RNA’s  amino  acid  transferases  and  polymerases, 
all  of  them  present  together  with  the  ribosomes  in 
the  same  cell  compartment— the  matrix  or  cell  sap. 
riien  messinger  RNA  was  added  to  the  list  of  fac- 
tors and  out  of  this  emerged  a concept  of  polyribo- 
somes—that  ribosomes  occur  in  clusters. 

Thus  Palade  started  with  the  discovery  of  a new 
particulate  component  by  electron  microscopy, 
isolated  the  attached  and  free  particles  from  micro- 
somes and  cell  sap  respectively,  characterized  them 
biochemically  as  ribonucleojirotein  and  then  dem- 
onstrated their  ability  to  synthesize  proteins  when 
properly  supplemented.  Several  gaps  in  knowledge 
remained  such  as  relationshiji  between  free  and  at- 
tached ribosomes,  the  functional  meaning  of  the 
endoplasmic  reticulum  (E.R.),  and  others  as  well. 

Using  the  pancreatic  exocrine  cell  which  pro- 
duces a number  of  digestive  enzymes  and  zymogens 
and  the  method  of  autoradiography  they  ivere  able 
to  formulate  a general  hypothesis  every  step  of 
which  was  finally  verified:  secretory  proteins  are 
synthesized  by  attached  ribosomes,  they  are  then 
transferred  across  the  membrane  of  the  rough  E.R. 
into  a cisternal  space  and  then  into  condensing 
vacuoles.  Here  they  are  concentrated  and  become 
zymogen  grannies  ami  stored  tem^Jorarily  in  the 
apical  region  of  the  cell. 

This  structural-functional  correlation  as  de- 
scribed in  the  work  on  the  pancreatic  exocrine  cell 
showetl  that  extensive  and  varied  transport  opera- 
tions take  place  at  the  subcelliilar  level  from  cell 
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compartment  to  cell  compartment,  many  of  these 
phases  such  as  massive  transport  of  protein  from  at- 
tached ribosomes  to  the  cisternal  space,  the  trans- 
port of  proteins  from  the  attached  ribosomes  to  the 
condensing  vacuoles  and  the  movement  of  mem- 
branes to  the  cell  surface  are  of  course  involved  in 
the  formation  and  discharge  of  zymogen  granules. 
These  complex  processes  involved  in  external  secre- 
tion, also  occur  with  some  modification  in  the  ap- 
pearance and  accumulation  within  the  cisternal 
space  (vacuoles)  of  amorphous  products  in  many 
other  types  of  cells. 

It  should  be  clear  to  all  of  us  why  Dr.  Palade  was 
honored  by  the  Lasker  award.  With  imagination 
and  high  technical  skill  “he  travelled  into  new  land 
and  became  its  chief  geographer.”  (See  page  140 
for  review  of  Fawcett’s  book  on  the  Cell.) 

L.H.N. 
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Fluoride  And  Osteoporosis 

I'here  are  widely  separated  areas  in  the  United 
States  in  which  osteoporosis  in  the  population  var- 
ies inversely  with  the  fluoride  content  of  the  drink- 
ing water.  In  Bartlett  county  Texas  the  fluoride 
content  of  the  water  is  8 ppm.  The  people  here 
showed  substantially  less  osteoporosis  than  residents 
of  Framingham,  Massachusetts  where  the  lluoride 
content  of  the  water  is  .09  ppm.  These  two  com- 
munities however  are  far  apart  and  vary  in  climate, 
diet  and  possibly  racial  origin.  It  however  raises 
the  question  whether  the  prevalence  of  osteoporosis 
in  more  comparable  communities  varying  only  in 
the  fluoride  content  of  the  drinking  water  would 
show  a similar  inverse  relation  between  osteoporisis 
and  fluoride  intake  from  drinking  water. 

Bernstein  et  ah  found  just  two  such  communities 
in  North  Dakota  with  people  of  the  same  stock  and 
dietary  habits  but  one  drinking  water  from  artesian 
wells  containing  4.6  ppm  lluoride  and  another  in 
which  the  drinking  water  was  low  in  lluoride  con- 
tent (0.15-0.3  ppm.).  They  found  that  the  preval- 
ence of  osteoporosis  was  distinctly  higher  in  the 
low  fluoride  areas  than  in  high  lluoride  areas  both 
in  men  and  women.  For  example  collapsed  vertebra 
in  females  60  or  over  was  hia;h  in  the  low  fluoride 
areas.  This  they  could  not  attribute  to  any  history 
of  bone  disease,  age  at  menopause  or  obvious  gona- 
dal findings.  A greater  number  in  low  fluoride  areas 
complained  of  low  back  pain  especially  women. 


What  was  especially  valuable  about  these  findings 
was  that  there  were  fewer  instances  of  calcified 
aortas  detected  in  those  drinking  high  fluoride  con- 
tent water.3 

Bernstein’s  study  indicates  the  necessity  for  con- 
sideration of  lluoride  ingestion  in  assessing  the  pre- 
valence of  osteoporosis.  Fluoride  consumption  in 
this  study  appears  to  have  significantly  reduced  the 
prevalence  of  low  bone  density  in  women  and 
probably  also  in  men.  Those  drinking  high  fluoride 
water  showed  decreased  prevalence  of  collapsed 
vertebra  especially  with  advancing  years.  These  dif- 
ferences could  not  be  attributed  to  calcium  and 
cholesterol  intake  since  people  in  the  low  fluoride 
areas  ingested  the  same  amounts  of  milk  and  cheese 
as  those  in  high  fluoride  areas. 

Since  osteoporosis  is  a disease  characterized  by  an 
absolute  decreased  bone  mass  more  pronounced  as 
age  advances,  any  agent  which  affects  progression 
of  the  disease  is  important  to  recognize  and  evalu- 
ate in  terms  of  its  presentive  and  therapeutic  signi- 
ficance. In  fluoride  we  have  just  such  an  agent  since 
it  appears  to  help  keep  calcium  deposited  in  the 
hard  tissties  of  the  l^ody— teeth  and  bones.  It  prob- 
ably does  this  l)y  inducing  crystal  growth  and  per- 
fection in  the  enamel  of  teeth.  The  same  process 
occurs  in  hydroxyapatite  of  bone.  These  enlarged 
and  more  perfect  bone  crystals  may  be  less  suscep- 
tible to  resorption  and  if  so  they  might  account  for 
Bernstein’s  observations. 

One  incidental  finding  statistically  highly  signifi- 
cant in  men  and  potentially  of  considerable  im- 
portance was  the  reduction  in  calcification  of  the 
aorta  in  both  sexes  in  the  high  fluoride  areas.  If  the 
same  occurs  in  other  vascular  tissues  especially  the 
cerebral  arteries,  then  fluoride  will  indeed  become 
an  important  preventive  measure  in  two  of  the 
main  diseases  of  aging:  osteoporosis  and  arterio- 
sclerosis. With  these  exciting  possibilities  that  fluor- 
ide opens  up  in  preventive  medicine  we  must  not 
forget  the  proven  role  of  fluoride  in  lessening  tooth 
decay  by  60-70  per  cent  if  the  community  drinks 
fluoridated  water.^ 

L.H.N. 
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Leiomyosarcoma  Of  The  Inferior  Vena  Cava 


John  A.  Gariepy,  M.D.,  and  Russell  H.  Pope,  M.D. 


■ Smooth  muscle  tumors  of  veins  are  rare  enough 
so  that  when  such  a case  is  discovered  it  is  fre- 
quently re2:>orted  as  a single  case  history.  Cheek  and 
Xickey-  reported  twenty-tw'o  such  cases  in  the  most 
recent  review  of  this  tumor.  Of  the  twenty-two  such 
cases,  thirteen  included  a leiomyosarcoma  which 
involved  the  inferior  vena  cava.  .Additional  cases 
have  been  reported  of  leiomyosarcomas  involving 
other  major  veins  such  as  the  femoral,  saphenous 
and  the  external  jugular.  The  first  reported  case 
of  a sarcoma  ot  the  interior  vena  cava  was  that  of 
Perl"  in  1871. 

1 he  first  rejjorted  case  of  resection  in  an  attempt 
to  extirjDate  the  tumor  was  reported  by  Cojje  and 
Hunt  in  IQSd.'*  In  their  case  the  leiomyosarcoma 
involved  the  inferior  vena  cava  below  the  renal 
veins.  The  tumor  and  the  inferior  vena  cava  were 
excised.  Recurrence  of  the  tumor  occurred  sixteen 
months  later.  'This  current  case  report  presents  sev- 
eral interesting  features  in  addition  to  the  fact  that 
it  is  a rare  tumor.  It  is  the  second  reported  case  of 
leiomyosarcoma  of  the  inferior  vena  cava  which 
w’as  resected  for  cure.  The  patient  had  the  longest 
interval  between  the  primary  resection  and  the  first 
recurrence  of  the  tumor.  The  patient  received  a 
therapeutic  modality  which  had  not  been  used 
previously  for  the  recurrences  of  such  tumors  in- 
volving smooth  muscles  of  major  veins. 

Case  Report 

The  patient,  a 47  year  old  female,  was  fust  admitted  to 
Bridgeport  Hospital  in  September  1959  because  of  right 
upper  quadrant  pain.  G.I.  series  and  gall  bladder  studies 
were  negative.  .\n  I\’P  was  also  reported  as  normal.  The 
urologist  believed  he  was  able  to  palpate  the  lower  pole  of 
the  right  kidney.  Because  of  negative  studies  and  a negative 
physical  examination  the  patient  was  treated  conservatively 
for  this  pain  which  appeared  to  spontaneously  subside. 

The  patient  was  readmitted  to  Bridgeport  Hospital  in 
October  6,  1960  because  of  severe  subcostal  pain  radiating 
under  the  right  scapula.  Ihe  pain  which  had  been  inter- 
mittent in  the  past  had  become  steady  in  nature  prior  to  the 
pre.sent  admission.  I here  was  no  history  of  fattv  food  intol- 
erance and  no  episodes  of  jaundice,  or  acholic  stools.  The 
past  histoiy  was  negative  except  for  a routine  appendectomy 
and  hemorrhoid-ectomy.  There  were  three  normal  preg- 
nancies. On  physical  examination  there  was  a mass  palpable 
in  the  epigastrium  which  extendeed  to  the  right  of  the  mid- 
line. The  mass  was  about  the  size  of  an  orange.  It  was  not 
tender  to  palpation.  Pelvic  and  rectal  examinations  were 
negative.  Examination  of  the  extremities  revealed  no  edema. 


There  were  no  varicosities  of  the  peripheral  veins.  There 
was  no  evidence  of  distended  veins  suggestive  of  venous  col- 
lateral circulation  of  the  lower  trunk.  .Admission  blood  and 
urine  examinations  were  normal.  The  icterus  index  was  7.2, 
alkaline  phosphatase  was  2.22  Bodanskv  Units  mg.%;  phos- 
phorus 3.1  Iml^;  amylase  18  units:  pyrinic  transaminase  14. 

Once  again  the  gall  bladder  series,  G.I.  series  and  IVP  were 
normal;  the  barium  enema  was  negative.  On  October  11, 
1960  an  abdominal  exi)loratit)n  was  carried  out  through  a 
right  para-median  incision.  .A  large  tumor  could  be  palpated 
in  the  retroperitoneal  space  behiird  the  duodenum.  A Kocher 
maneuver  was  performed  on  the  duodenum  to  reflect  it  to 
the  left.  There  was  no  evidence  of  metastatic  disease  of  the 
liver.  The  tumor  occupied  the  .space  between  the  gall  bladder 
and  the  right  kidney,  d ig.  I)  Circumferential  dissection  was 
carried  out  around  the  ma.ss,  which  then  ajipeared  to  arise 
from  the  inferior  vena  cava,  and  below  the  right  renal 
win.  The  vena  cava  was  divided  below  the  renal  veins  and 
at  the  level  of  the  common  iliac  veins.  The  mass  was  not 
attached  to  the  aorta  aird  could  be  removed  en  bloc.  Post- 
operatively  the  patient  had  slight  ankle  edema  which  was 
treated  with  elastic  stockings.  'Phere  was  also  a suggetsion 


Fioure  1 

d his  is  a schematic  drawing  of  the  tumor  in  situ. 
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Hosjrital,  Bridgeport,  Goirn, 
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Figure  II 

This  picture  shows  the  characteristic  appearance  of  most  of 
the  tumor  consisting  of  interlacing  liundles  of  smooth  muscle 
cells.  X 400. 


Figure  III 

In  this  area  the  tumor  nuclei  are  more  irregular  and 
bizarre.  X400. 


of  transient  superficial  thrombophlebitis;  otherwise,  her  post 
operative  course  was  essentially  benign. 

Pathology 

The  sjiecimen  consisted  of  a large,  thinly  en- 
capsulated, lobulated  mass  measuring  15x13x10 
cm.  Several  veins  stretched  over  the  capsule,  and 
in  one  area  there  was  a segment  ol  vein  wall,  prob- 
ably inferior  vena  cava  which  blended  into  the 
large  tumor  mass.  On  section,  the  tumor  presented 
a homogeneous,  gritty,  pale  pink  tissue  with  whorl- 
like hbroLis  streaks  throughout.  It  had  the  appear- 
ance ol  a cellular  leiomyoma.  There  were  small 
foci  ol  hemorrhage  and  cystic  degeneration  in 
areas.  Microscopic  examination  revealed  interlac- 
ing bundles  of  cells  and  fibers.  (Fig.  II)  The  cells 
were  spindle  shaped  and  occasionally  had  fairly 
large  amounts  of  pink  cytoplasm.  Most  of  the 
nuclei  were  small,  uniform,  ovoid  structures  but  an 
occasional  nucleus  was  large,  lobulated  and  coarse- 
ly granular.  (Fig.  Ill)  In  these  latter  areas,  up  to 
5 mitoses  could  be  seen  in  one  high  ^^ower  field.  In 
one  section,  the  tumor  was  protruding  into  the 
wall  of  the  large  vein  with  the  intima  and  the 
muscle  coat  of  the  vein  fusing  into  the  tumor.  (Fig. 
IV)  A small  lymph  node  in  one  section  did  not 
demonstrate  tumor  cells. 

Post-operative  Follow-up 

The  patient  was  completely  asymptomatic  until 
May  1965.  At  this  time  she  began  to  develop  symp- 
toms similar  to  those  which  she  originally  had. 
There  was  pain  in  the  right  lateral  subcostal  re- 
gion. 

On  physical  examination  there  was  hepatic  en- 
largement of  the  right  and  left  lobes  of  the  liver. 
The  liver  edge  was  palpable  about  4 cm.  below  the 
costal  margin.  In  addition  there  was  a 2 cm.  freely 


moveable  mass  in  the  subcutaneous  tissue  at  the 
left  costo-phrenic  angle. 

A biopsy  of  this  mass  was  performed  and  the 
microscopic  examination  revealed  a leiomyosar- 
coma similar  to  the  previously  excised  tumor. 

The  patient  was  readmitted  to  the  hospital;  all 
diagnostic  X-rays  were  again  negative.  The  only 


Figure  IV 

Low  power  view  of  leiomyosarcoma  arising  from  the  wall 
of  the  inferior  vena  cava.  X 80. 
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abnormal  laboratory  test  was  an  alkaline  phos- 
phatase ol  10.5  KA  units.  On  this  admission  a liver 
scan  was  performed  using  radio-active  Rose  Ben- 
gal. This  revealed  evidence  of  tumor  replacement 
in  the  right  and  probably  the  left  lobes  of  the  liver. 

Since  this  lesion  is  generally  considered  radio 
resistant  the  patient  was  referred  to  Dr.  George 
I’ack  in  New  York.  An  exploration  was  performed 
June  28,  f965.  Numerous  metastatic  liver  deposits 
were  seen.  A retroperitoneal  mass  was  also  palpable 
in  the  area  of  the  right  renal  vein.  A polyethylene 
catheter  was  placed  in  the  right  gastro-epiploic 
artery  and  guided  into  the  hepatic  artery.  The 
gastro-epiploic  artery  was  then  brought  to  the  skin 
surface  with  the  catheter  sutured  in  place,  ceramic 
microspheres  measuring  50  microns  in  diameter 
ami  containing  radioactive  yttriunY®  were  injected 
into  the  catheter.  A total  dose  of  75  millicuries  was 
given  in  this  manner.  In  addition  she  receivecf 
Vincristine  1.5  mg.  intravenously  at  various  inter- 
vals. Prednisone  5 mg.  three  times  a day  was  also 
used.  Finally,  cobalt  therapy  was  added.  Over  an 
anterior  port  13  x 22  cm.  which  encompassed  the 
portal  fissure  and  at  a target  skin  distance  of  70 
cm.,  3000  rads  were  administered  in  fractionated 
doses.  The  patient  had  an  intense  skin  reaction. 

Following  therapy  in  New  York  the  patient  ex- 
perienced severe  anorexia  which  was  attributed  to 
massive  radiation.  In  September  1965  she  was  ad- 
mitted to  Bridgeport  Hospital  after  passing  tarry 
stools  mixed  with  bright  red  blood.  Her  hemato- 
crit was  31  with  normal  white  blood  cells  and 
platelets.  The  bilirubin  was  normal.  The  alkaline 
phosphatase  was  28.1  KA  units.  The  prothrombin 
was  normal.  I'he  initial  impression  was  that  mar- 
row depression  "ivas  causing  bleeding,  however, 
bleeding  and  clotting  studies  were  normal.  The 
patient  received  fresh  and  bank  blood  and  the 
bleeding  stopped.  She  remained  in  the  hospital  for 
a month  receiving  supplemental  intra-venous  fluids 
until  she  was  able  to  take  a reasonable  diet.  Dur- 
ing her  hospitalization  she  complained  of  heart- 
burn and  right  subcostal  pain  radiating  to  the 
back.  For  these  symptoms  she  was  treated  rvith 
analgesics  and  anti-acids.  The  liver  was  still  palp- 
able 4 cm.  below  the  costal  margin. 

Fhe  patient  remained  at  home  for  a month  and 
then  was  readmitted  to  Bridgeport  Hospital  be- 
cause of  massive  gastro-intestinal  bleeding.  Seven 
units  of  blood  were  required  to  control  the 
hemorrhage.  Once  again  laboratory  studies  were 
normal  except  for  an  alkaline  phosphatase  of  21.8 
KA  units.  After  a week  of  conservative  manage- 
ment a gastro-intestinal  series  was  planned.  How- 
ever, on  the  day  before,  the  patient  again  had  mas- 
sive bleeding.  The  bleeding  continued  for  24  hours 


without  evidence  of  stopping.  Therefore,  the  pa- 
tient was  taken  to  surgery.  The  abdomen  was  ex- 
plored through  a midline  incision.  Large  masses 
were  palpable  in  both  lobes  of  the  liver.  The 
pylorus  was  fixed  to  the  anterior  abdominal  wall 
by  a thin  cicatri.x.  Therefore  a gastrotomy  was  per- 
formed. Examination  of  the  pyloric  channel  re- 
vealed dense  scar  circumferentially  and  a sugges- 
tion of  a posterior  wall  crater.  At  this  time  the 
examining  finger  perforated  the  wall,  and  massive 
uncontrollable  hemorrhage  began.  I'he  area  was 
packed  with  sponges  and  the  operation  terminated. 
4 he  patient  expired  twenty  hours  later  from  con- 
tinued hemorrhage. 

Autopsy  examination  revealed  a large  tumor 
mass  involving  the  hilum  of  the  fiver  with  erosion 
into  the  distal  portion  of  the  stomach  and  the  por- 
tal vein.  A large  ulcer  crater  in  the  gastric  wall 
coukl  be  probed  directly  into  the  portal  vein  and 
the  intestinal  tract  contained  a large  amount  of 
blood.  The  left  lobe  of  the  liver  was  studded  with 
metastatic  nodules  of  varying  size  and  the  right 
lobe  of  the  liver  was  almost  completely  replaced. 
Examination  of  the  area  of  previous  resection  of 
the  vena  cava  revealed  no  gross  evidence  of  recur- 
rence at  this  site.  Microscopic  examination  revealed 
tumor  replacing  the  liver  similar  to  that  described 
above.  This  tumor  also  infiltrated  the  gastric  wall, 
duodenum  and  the  portal  vein.  A solitary  meta- 
tasis  was  found  in  the  lung. 

Discussion 

I.eiomyosarcoma  arising  from  smooth  muscle  of  a 
vein  wall  is  an  exceedingly  rare  tumor.  The  gastro- 
intestinal and  genito-urinary  tracts  are  the  more 
frequent  sites  of  this  type  of  tumor.  The  clinical 
symptoms  and  signs  which  are  produced  by  such 
tumors  are  often  cjuite  bizzare. 

Overheim  and  Tesluck®  described  a case  in 
which  the  tumor  originated  in  tlie  inferior  vena 
cava  and  extended  to  the  hepatic  vein  producing 
jaundice  and  pain.  Exploration  revealed  a normal 
patent  common  duct.  Hoffbrand^  reported  a case 
in  which  the  tumor  involved  the  inferior  vena  cava 
and  the  hepatic  veins  producing  jaundice.  In  addi- 
tion the  tumor  extended  rq)  the  inferior  vena  cava 
where  pedunculated  tissue  acted  as  a ball-valve  in 
the  tricuspid  valve  causing  symptoms  of  right  heart 
failure. 

T hese  tumors  which  involve  the  hepatic  veins 
produce  a picture  similar  to  that  described  by 
BudcB  and  Chiari.'*  Several  cases  which  were  re- 
ported by  Cheek  and  Nickey-  describe  a tumor 
which  completely  obstructed  the  vena  cava.  In 
these  patients  peripheral  edema,  ascites,  and  colla- 
teral circulation  were  predominant.  In  this  present 
case,  and  in  the  case  reported  by  Cope  and  Hunt,'* 
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theie  was  no  obstruction  to  the  inferior  vena  cava. 
W'hether  or  not  the  tumor  grows  into  the  lumen 
of  the  vessel  or  out  into  the  retroperitoneal  tissue 
seems  to  be  unpredictable. 

Several  interesting  observations  can  be  made 
from  this  case.  In  reviewing  the  literature,  this  ap- 
pears to  be  the  second  leiomyosarcoma  of  the  in- 
ferior vena  cava  below  the  renal  veins  which  was 
resected  in  an  attempt  to  cure  the  patient.  The  first 
operation  was  performed  by  Cope  in  1951.^  Follow- 
ing surgery  that  patient  received  4800r  deep  X-ray 
over  a three  week  period.  She  was  reoperated  16 
months  later  for  a recurrence  and  at  that  time  a 
right  nephrectomy  was  done.  Thirteen  months 
later  another  exploration  was  performed  for  local 
recurrence.  At  that  time  a radium  pack  consisting 
of  20  mg.  of  radium  needles  encased  in  0.6  mm  of 
platinum  and  1 mm  of  lead  covered  with  rubber 
was  placed  in  the  operative  area.  It  was  removed 
in  92  hours.  This  present  case  was  well  and  with- 
out symptoms  for  five  years  following  local  ex- 
cision. However,  when  metastasis  occurred  the 
spread  appeared  to  be  hematogenous  to  the  lung 
and  the  subcutaneous  tissue  in  the  left  costo-verte- 
bral  area.  External  radiation  alone  has  had  little 
effect  on  these  tumors.  Therefore,  organ  infusion 
was  attempted.  This  form  of  therapy  appeared  to 
have  little  or  no  effect  in  arresting  the  growth  of 
the  metastases.  Also  of  note  was  the  fact  that  the 
patient  did  not  develop  any  peripheral  edema  fol- 
lowing excision  of  the  vena  cava  with  ligation  of 
the  vessel  jtist  above  the  entrance  of  the  common 
iliac  veins.  The  hypogastric  veins  communicate 


with  the  azygous  system  to  prevent  peripheral 
edema  when  the  inferior  vena  cava  is  resected.  This 
collateral  system  appears  to  work  well  when  associ- 
ated phlebitis  is  not  present. 

Conclusion 

Leiomyosarcoma  of  the  inferior  vena  cava  is  an 
exceedingly  rare  tumor  which  can  present  a wide 
range  of  clinical  signs  and  symptoms.  There  has 
been  no  reported  cure  following  the  resection  of  a 
leiomyosarcoma  in  this  area.  Five  years  does  not 
appear  to  be  a sufficient  time  for  follow-up  to  in- 
sure a patient  against  local  recurrence  or  distant 
metastasis.  Radiation  therapy,  or  organ  infusion 
with  radioactive  material  does  not  appear  to  be 
able  to  eradicate  the  tumor.  Vincristine  had  little 
or  no  effect  on  this  particular  tumor. 
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LIMITS  OF  FINITE  KNOWLEDGE 

In  practical  terms  . . . our  knowledge  is  finite  and  never  all-encompassing. 
There  is  always  much  we  miss,  much  that  we  cannot  be  aware  of  because  the 
very  act  of  learning,  of  ordering,  of  finding  unity  and  meaning,  the  very  power 
to  talk  about  things  means  that  we  leave  out  a great  deal.— J.  Robert  Oppen- 
heimer.  “On  Science  and  Culture.”  Encounter,  October,  1962,  p.  9. 
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Basal  Cell  Epithelioma  Complicating  A Pilonidal  Sinus 


Massoud  A.  Marjani,  M.D. 

■ l^p  to  the  preseiil  lime  the  medical  literature 
documents  only  one  case  ol  pilonidal  sinus  with 
superim|)osed  “l)asal  cell  epithelioma,”  which  was 
reported  by  Goldman  and  Kalow'^'  in  1910;  this 
occurred  in  a fdty-six  years  old  white  lemale  who 
had  had  ])ilouidal  disease,  characterized  by  inter- 
mittent e])isodes  of  swelling,  indammation,  com- 
bined with  drainage  for  one  year;  routine  micro- 
scopic examination  of  the  excised  specimen  showed 
a basal  cell  epithelioma  arising  in  the  cyst  wall, 
and  adjacent  sinus  tracts. 

Recently  iti  Waterbury  Hospital  surgical  service, 
we  were  confrotiied  with  a case  of  pilonidal  sitius, 
complicated  by  basal  cell  carcinoma,  and  we  were 
impressed  by  the  fact  that  it  is  an  unusual  surgical 
problem,  and  a very  rare  complication  of  this  fair- 
ly commoti  disease.  The  present  article  will  afford 
an  opportunity  to  jnesent  this  case. 

Case  Report 

G.  P.  a lifty-fivc  years  old  white  woman  was  admitted 
in  The  Waterbniy  Hospital,  on  A|>ril  4,  19(>();  she  gave  a 
history  of  having  had  a discharging  sinus  over  the  sacro- 
coccygeal region  for  ttver  twentv  years;  this  became  infected 
at  least  several  times  every  year,  and  drained  spontaneoiislv ; 
since  two  years  ago  she  noticed  sanguino-pudeni  discharge 
and  ulceration,  combined  with  pain  and  teuderne.ss  in  the 
affected  area;  walking  and  sitting  had  became  uncomfortable. 
During  all  this  time  she  was  without  medical  supirvision. 
Her  general  health  has  always  been  good,  with  no  serious 
surgical  or  medical  illness,  the  family  history  was  non  con- 
tributory. 

Physical  examination  revealed  a healthy  female  weigh- 
ing 132  11).,  her  blood  pressure  was  128  mm.  Hg.  systolic 
and  88  mm.  Hg.  diastolic,  respiration  17  per  minute,  the  rest 
of  physical  examination  was  essentially  negative,  except  lot- 
local  finding:  Over  the  sacro-coccygcal  area,  3 inch  above 
the  anus,  and  extending  to  the  right  of  the  midline,  there 
was  an  indurated,  friable,  fungatiug  mass  with  ulceration  in 
the  center,  and  multiitle  sinus  openings  with  prulent  dis- 
charge (Fig.  1)  . 

I here  was  no  enlarged  lymph  nodes  in  the  gioin  or  axilla, 
rectal  examination  was  notmal. 

On  .-\pril  6,  19(>(),  under  general  anesthesia,  a very  wide 
local  excision  of  the  sacro-coccygeal  lesion  was  performed, 
and  the  entire  ma.ss  down  to  the  gluteal  fa.scia  and  periosteum 
of  the  sacrum  was  excised,  the  wound  was  closed  primarily; 
the  patient  convalescence  was  uneventful,  healing  took  place 
in  alx)ut  two  weeks,  and  she  was  discharged  to  tumor  clinic 
for  further  follow-up. 

Pathology  Report 

Gross  examination  of  the  specimen  consists  of 
an  irregular  ellipse  of  skin,  measuring  4 cm.  in 


length  and  2.5  cm.  in  ma.ximum  width,  the  at- 
tached underlying  fatty  tissue  measures  2.8  cm.  in 
maximum  thickness.  In  the  center  of  skin  ellipse 
is  an  area  of  bony  hard  gray  white  slightly  raised 
papillary  tissue  measuring  2 cm.  in  length.  Gross 
section  reveal  the  dense  gray  tissue  to  extend  to  a 
depth  of  0.5  cm.,  in  the  remaining  of  fatty  tissue 
there  are  several  large  branching  sinus  tracts  lined 
by  dark  red  granulating  tissue. 

Microscopic;  .Segment  contain  basal  cell  car- 
cinoma (Fig.  II);  the  tumor  is  formed  of  sheets  of 
cells,  these  have  a trabecular  pattern  in  some  zones. 
Fhe  cells  of  the  periphery  show  a pallisacling,  the 
majority  of  cells  are  uniform,  mitotic  figures  are 
moderately  numerous.  Section  from  margin  of  the 
specimen  show  a clear  zone  of  intact  epithelium, 
and  there  is  no  evidence  of  extensive  underlying 


4 
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Figure  f 


Hasal  cell  epithelioma  arising  in  the  pilonidal  sinus,  the 
tumor  is  extending  to  the  right  of  the  midline.  Gross  ap- 
pearance of  the  lesion  prior  to  excision. 


DR.  M.\SSOUD  M.'\RJ.\Nf,  graduated  in  1960  from 
■Medical  .School,  University  of  Tehran,  Iran.  Resident  in 
Thoracic  and  Gardiovascular  surgery  at  the  Henry  Ford 
Hospital,  Detroit,  Michigan. 
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Figure  II 


Microscopic  appearance  of  the  lesion;  In  the  center  there 
is  a sharply  demarcated  area  of  keratotic  debris  around  a 
sinus  tract,  basal  cell  epithelioma  with  columnar  arrange- 
ment is  in  the  cells  of  periphery,  there  are  numerous  mitotic 
figures  in  the  tumor  cells. 

by  the  tumor.  In  several  zones  there  are  sharply 
demarcated  area  of  keratotic  debris  lying  beneath 
the  main  tumor  mass. 

Comments 

Malignant  transformation  in  a pilonidal  sinus  is 
very  uncommon;  a summary  of  the  21  previously 
reported  cases  is  given  in  Table  I;  and  it  is  of  in- 
terest that  the  last  13  cases  have  been  reported  since 
1956;  perhaps  more  thorough  gross  and  microscopic 
study  of  pilonidal  sinus  specimens  may  reveal  a 
higher  incidence  of  malignancy  than  has  been  re- 
ported in  the  medical  literature. 

No  more  is  known  about  the  etiology  of  malig- 
nancy arising  in  a pilonidal  sinus  than  about  the 
etiology  of  malignant  degeneration  elsewhere  in 
the  body;  of  the  various  etiological  factors  associ- 
ated with  carcinoma,  the  role  of  chronic  irritation 
as  prime  factor  has  long  been  mentioned  in  the 
medical  literature, surely  a pilonidal  sinus  that 
has  been  draining  and  intermittently  inflamed 
during  several  years,  and  exposed  to  a great 
amount  of  trauma,  would  be  the  site  of  irritation; 
yet  malignant  change  in  such  a condition  is  a 
rarity. 

There  are  several  interesting  aspects  with  regard 
to  management;  any  patient  with  pilonidal  disease 


who  is  troubled  with  chronic  drainage,  or  recur- 
rent episodes  of  acute  inflammation,  should  be 
strongly  urged  to  have  surgical  therapy;  this  is  par- 
ticularly true  in  the  patient  who  has  noted  any  in- 
crease in  pain,  or  sanguino-prulent  drainage.  The 
surgical  procedure  in  any  situation  complicated 
by  carcinoma,  consists  of  a wide  excision  extending 
at  least  4 cm.  away  from  all  pathological  tissue,  and 
proceeding  deeply  down  to  the  periosteum  of  the 
sacrum  and  coccyx,  and  the  gluteal  fascia. 

Summary 

The  second  case  of  basal  cell  carcinoma  arising 
in  a pilonidal  sinus  is  described,  this  is  the 
twenty-second  instance  of  carcinoma  complicating 
a pilonidal  sinus.  Chronicity  of  the  disease  in  this 
case  was  a prominent  factor,  as  in  most  reported 
cases.  Sero-prulent  discharge,  pain,  ulceration  and 
overgrowth  are  gross  symptoms  suggesting  malig- 
nant degeneration,  and  they  were  especially  true  in 
our  case. 

Radical  excision  provides  a good  prognosis  for 
such  a rare  complication  of  this  fairly  common 
disease. 
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Table  I 

I vi’ES  OF  Carcinoma  Arising  in  Pilonidal  Sinus,  Age  and  Sex,  Duration  of  the  Disease  and  Authors  as 
Rffori'ed  in  the  Medical  Literature: 


Author 


Sex:  Duration  Squam.  IJasai.  Mixed  Sq.  & Adeno-  Unclas- 

Age  & (Year)  Cell.  Cell.  Basal  Cell.  Carcin.  sieied 


Wolff  H.  (22) 

21  E 

1 'nknown 

+ 

■Singleton  ,\.  O.  (16) 

46  M 

Unknown 

Xosti  R.  (14) 

50  M 

20 

+ 

Schubert  H.  (15) 

46  M 

3 
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Goldman  H.  8:  Kalow  I.  (7) 

56  E 

1 

Tendler  M.  J.  (17) 

55  5f 

20 

Baraldi  A.  (2) 

42  \r 

Unknown 
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X'ara-Lopez  R.  (19) 

67  E 

40 
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Hall  A.  & Lee  J.  G.  (8) 

42  M 

20 
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Hayden  E.  P.  (9) 

19  E 

Unknown 

Weinstein  Af.  8;  assoc.  (20) 

43  .M 

21 

+ 

Matt  J.  C;.  (11) 

18  .M 

One  .Month 

Weinstein  M.  8:  assoc.  (21) 

51  M 

15 

-1- 

Hihner  R.  8:.  Cohn  R.  (lO) 

55  M 

24 

-(- 

Hihner  R.  8:  Ckihn  R.  (10) 

48  M 

39 

-p 

Conole  E.  1).  (5) 

62  M 

38 

+ 

Terry  J.  L.  8:  assoc.  (18) 

53  .M 

26 

+ 

Boulkalik  W.  E.  8:  Salwan  E.  A.  (3) 

61  .M 

43 

+ 

Milch  E.  8:  assoc.  (13) 

68  M 

Several 

+ 

5ears 

Cleveland  B.  R.  8:  Green  4V.  O.  (1,4) 

32  M 

7 

+ 

Gasto  E.  .A.  8:  Wilde  . L.  (6) 

86  M 

50 

+ 

Present  report 

55  E 

20 

Total:  23  Cases 

16 

+ 


+ 


+ 


+ 


+ 
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PATIENT  PERSONALITIES 

I'he  stolid,  stoical,  taciturn  patient  may  resent  tpiestioning  and  be  slow  to 
reply;  you  must  be  painstaking  and  unhurried  if  an  acctirate  and  informative 
history  is  to  be  obtained.— H.  U.  Hopkins,  M.D.,  Ed.,  Leopold’s  Principles  and 
Methods  of  Physical  Diagnosis.  Third  Edition.  1965,  p.  3. 
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The  Significance  Of  Posttraumatic  Epilepsy 


I Introduction 

■ It  is  common  knowledge  that  convulsions  may 
occur  some  time  after  a head  injury.  For  this  rea- 
son any  episodic  posttraumatic  neurological  inci- 
dent arouses  the  fear  that  it  may  be  an  indication 
of  the  falling  sickness.  Fortunately,  most  paro- 
xysmal disturbances  which  befall  the  head  injured 
person  are  not  of  that  nature,  but  stem  from  vaso- 
motor instability.  Many  are  definitely  related  to  a 
change  from  the  lying  to  the  sitting  or  standing 
position.  They  are  often  described  as  blackouts, 
fainting  or  dizziness  and  last  only  a few  seconds. 
Rarely  do  they  cause  an  individual  to  fall  to  the 
floor.  Often  they  develop  when  the  patient  gets  up 
for  the  first  time,  but  occasionally  they  occur  later 
in  the  convalescence.  They  may  or  may  not  be 
associated  with  headache.  Although  some  epileptic 
attacks  may  resemble  such  spells,  the  latter’s  associ- 
ation with  changes  in  posture,  and  their  subsidence 
in  a few  weeks  usually  permits  an  accurate  differ- 
ential diagnosis. 

The  characteristics  of  a genuine  epileptic  attack 
are  usually  so  typical  that  even  a lay  person  has  no 
trouble  recognizing  its  nature.  In  less  than  10  per 
cent  of  cases,  the  manifestations  are  atypical  and 
bizarre.  Spells  described  as  a dizzy  episode,  a 
paroxysmal  light-headedness,  a faintness  or  a black- 
out without  loss  of  consciousness  or  a fall,  may  be 
fragments  of  an  epileptic  attack.  However,  their 
nature  must  remain  conjectural  unless  the  episode 
at  times  progresses  to  a convulsive  seizure,  or  for- 
tuitously occurring  while  an  electroencephalogram 
is  being  run,  is  seen  to  be  associated  with  focal  or 
generalized  discharges.  A few  cases,  in  any  large 
series  of  head  injuries,  must  remain  unclassihed,  be 
listed  as  posttraumatic  epilepsy  suspect,  or  as  bor- 
derline attacks.  Even  in  the  first  few  months  after 
a head  injury  their  number  is  small,  later  it  di- 
minishes almost  to  a vanishing  point  as  the  true 
nature  of  the  condition  becomes  apparent. 

Factors  Related  To  The  Development 
Of  Posttraumatic  Epilepsy 

Not  all  individuals  who  sustain  head  injuries  be- 
come epileptic;  in  fact,  only  a small  percentage  of 
those  who  suffer  even  severe  damage  to  the  brain 
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will  ever  have  a seizure.  A number  of  reasons  for 
this  susceptibility  of  certain  individuals  have  been 
proposed.  Some  relate  to  the  subject  (intrinsic)  and 
some  to  the  wounding  (extrinsic). 

Intrinsic  or  genetic  factors.  Both  direct  epileptic 
tendencies  and  indirect  propensities  such  as  might 
be  reflected  by  hereditary  nervous  or  mental  dis- 
orders have  been  suggested  as  playing  a role  in 
posttraumatic  epilepsy.  However,  a careful  genealo- 
gical inquiry  has  not  revealed  a statistically  signifi- 
cant difference  in  the  incidence  of  epilepsy  in  the 
families  of  men  who  did  not  and  who  did  develop 
seizures  as  the  result  of  a head  injury.*’  Some  pre- 
disposing conditions  such  as  a head  injury  in  early 
childhood  or  trauma  at  the  time  of  birth,  has  been 
proposed  as  a factor.  It  has  been  suggested  that  the 
first-born  who  is  more  likely  to  have  trauma  in  the 
primiparous  pelvic  outlet  than  later  children, 
might  be  more  susceptible  to  seizures.  However, 
these  hypotheses  have  not  been  borne  out  in  test- 
ing. Nor  is  there  proof  that  individuals  having 
childhood  diseases  associated  with  convulsions  are 
more  likely  to  have  posttraumatic  epilepsy  than 
children  who  did  not  develop  seizures.  Hence,  al- 
though an  intrinsic  factor  is  suspected,  its  nature 
has  not  been  determined. 

Extrinsic  factors.  Unquestionably,  many  para- 
meters of  the  head  injury  influence  the  probability 
of  seizures  developing  at  some  future  time.  Some  of 
these  such  as  depth  of  wounding  have  been  tvell 
documented,  others  such  as  the  presence  of  intra- 
cerebral foreign  bodies  are  conjectural,  but  not 
proved.  These  factors  may  be  divided  into  those 
relating  to  the  impact,  the  site  of  injury  and  the 
wound. 

The  impact.  The  parameters  of  impact  are  re- 
lated to  the  physical  characteristics  of  the  agent— 
its  mass,  shape,  density,  velocity  and  its  mode  of 
contact.  In  clinical  parlance  these  factors  are  in- 
herent in  the  concepts  of  missile  and  non-missile 
injuries,  blunt  and  penetrating  head  wounds  and 
so  forth.  There  has  developed  the  idea  that  there 
is  a basic  difference  in  wounds  categorized  in  this 
fashion.  If  such  is  the  case,  it  would  be  logical  to 
discuss  the  sequelae  of  these  different  forms  of  in- 
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jury  as  disliiui  entities,  and  not  as  events  along  a 
(oniinnm.  \'et  these  divisions  are  often  arbitrary, 
and  some  liave  vague  borderlines  between  them. 
I'he  dosed  head  injury  with  a basal  fracture  in 
one  classification  may  be  calletl  an  open  head  in- 
jury in  another. 

Because  accurate  assessment  of  the  physical 
torces  of  impact  are  not  obtainable  in  most  case.s, 
the  above  categorizations  are  useful  in  that  they 
indicate  general  classes  or  degrees  of  impact  forces 
which  affect  the  head.  In  this  respect,  they  give  an 
index  of  the  severity  and  nature  of  the  stresses  to 
which  the  brain  is  subjected. 

The  wounding.  I'here  is  general  agreement  that 
lactors  related  to  the  severity  of  wounding  in  all  its 
aspects— stresses  at  impact,  vascular  reaction  includ- 
ing edema,  iatrogenic  complications,  reaction  to 
toreign  bodies,  infection,  healing  and  so  forth— are 
important  determinants  of  the  probability  of  e])i- 
lepsy.  rhese  factors  may  be  assessed  in  terms  of  the 
jihysical  parameters  of  anatomical  involvement, 
the  degree  of  physiological  impairment,  and  the 
rate  and  amount  of  anatomical  and  physiological 
restitution.  In  clinical  terms,  the  physical  para- 
meters of  anatomical  involvement  include  the  ex- 
tent of  wounding  (scaljj,  skull,  meninges,  brain) 
and  the  dimensions  <jf  the  wound.  The  physiologi- 
cal impairment  relates  to  such  clinical  phenomena 
as  duration  of  unconsciousness,  period  of  amnesia 
and  degree  of  neurological  deficit.  Restitution  in- 
cludes the  factors  of  healing— cerebral  edema,  in- 
fection, reaction  to  foreign  bodies  and  blood,  type 
of  wound  healing,  primary  or  delayed,  and  so  forth. 
Each  of  these  factors  plays  a role  of  varying  im- 
portance in  determining  the  likelihood  of  an  e|u- 
lepsy  developing.  For  example,  only  15  per  cent  of 
patients  with  large  scalp  lacerations  develop  seiz- 
ures, whereas,  11  per  cent  of  those  with  brain 
wounds  are  so  alllicted  ( Fable  I). 

Location  of  injury.  Another  important  extrinsic 
lactor  relates  to  the  location  of  the  brain  wound. 
Recent  experimental  work^  has  shown  that  various 
])arts  of  the  brain  are  to  different  degrees  capable 
of  ejnleptogenicity.  Motor  cortex,  hippocampus 
and  amygdala  much  more  readily  develop  epile])- 
toid  activity  than  the  polar  regions  of  the  cerebral 


Table  I 

Relation  oe  Eni.Ersv  to  Depth  of  ^Vound 


Depth  of  Wound 

Epilepsy 

(pf.rcent.age) 

.\SCROFT  (1) 

C A YEN  ESS  (2) 

Walker  & 
Jablon  (Ip 

N = 299 

N - 356 

N = 207 

Scalp 

24 

15 

Dura 

mater  23 

19.5 

17 

Brain 

45 

50 

41 

Table  II 

Rit  a I ion  of  Loc;atton  of  Missile  ^\'oiinds  wit  h Dural 

PeNEIKAITON  and  EI’ILEI’SI 


Rei.io.n 

Russell  S:  ^\■HITT 
No. 

V (9) 
% 

AValker  & Jablon  (11) 
No.  % 

Prefrontal 

160 

39 

153 

28.8 

Frontal 

Parietal 

127 

170 

55 

05 

213 

40.1 

Femporal 

71 

38 

79 

14.9 

Occipital 

73 

38 

86 

16.2 

cortex  and  the  subcortical  ganglia.  Hence,  the  part 
ol  the  brain  damaged  becomes  an  important  con- 
sideration in  the  likelihood  of  a posttraumatic 
epilepsy  (Table  II). 

.\ttempts  to  correlate  the  chances  of  a post- 
traumetic  epilepsy  with  one  or  two  highly  sensitive 
lactors  have  not  been  wholly  successful.  Ritchie- 
Russell  and  .Smith*^  examined  a hundred  factms 
and  concluded  that  the  severity  of  brain  damage 
most  closely  related  to  duration  of  uncejnsciousness 
and  the  period  of  amnesia.  In  closed  head  injuries 
the  period  of  unconsciousness  is  roughly  propor- 
tional to  the  severity  of  brain  damage  ancl  the  like- 
lihood ol  epilepsy.  But  in  open  head  injuries, 
this  lactor  is  not  so  sensitive  for  jTatients  with  large 
losses  ol  brain  tissue  may  have  had  ito  impairment 
of  consciousness  at  the  time  ol  the  injury  and  yet 
be  subject  to  a high  risk  of  epilepsy  (Table  III). 

The  Type  Of  Seizure 

Almost  all  varieties  of  attacks  are  encountered 
in  posttraumatic  epilepsy,  although  there  is  a some- 
what higher  percentage  of  focal  .seizures  than  in  the 
“idiopathic”  epilepsies.  The  focal  manifestations, 
in  general,  correspond  to  the  functional  represen- 
tation of  the  damaged  brain,  but  there  are  dis- 
crepancies due  to  contre-coup  and  secondary  cere- 
bral wounds.  Although  the  couvulsions  presumably 
originate  in  a traumatized  cerebral  focus,  at  least 
one-fourth  of  posttraumatic  epileptics  have  no 
conscious  warning  of  their  generalized  seizure. 
Motor  phenomena  such  as  twitching  or  jerking  of 
a limb,  .sometimes  associated  with  paresthesias,  are 
an  etjually  common  mode  of  onset  of  the  seizure. 
Somewhat  less  frequent  are  sensory  auras  with  or 
without  comcomitant  or  subsequent  twitching  or 
jerking.  Other  manifestations  of  cerebral  dysfunc- 
tion, such  as  visual,  auditory  or  jisychic  disturb- 
ances less  commonly  herald  the  onset  of  the  attack. 
Fhe  so-called  psychomotor  attacks  are  not  fre- 
quently seen.  It  is  extremely  rare,  if  ever,  that  true 
petit  nial  ejjilepsy  with  a 3/sec.  spike  and  dome 
electroencephalographic  pattern  occurs  as  the  re- 
sult of  a head  injury.  Although  a few  isolated  cases 
have  been  rejjorted,  their  validity  has  been  doubted 
by  some  authors. 
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Table  III 

Relationship  of  Period  of  Unconsciousness  to  Epilepsy 


Closed  head  injuries  and 

SCALP  LACERz\TIONS  AVITHOUT 
NEUROLOGIC  DEFICIT. 

Open  head  injuries 

WITH 

hemiparesis. 

No  unconsciousness 

2/40*  5.0% 

16/26*  = 61.5% 

L'nconsciousness  up  to  two  hours 

5/53*  9.4% 

12/25*  = 48% 

Unconsciousness  niorethan  two  hours 

4/18*  — 22.2% 

23/35*  = 65:6% 

* This  fraction  represents  the  number  of  individuals  in 
viduals  in  the  category. 

this  category  with  epilepsy  over 

the  total  number  of  indi- 

With  the  passage  of  time  the  type  of  attack  may 
change,  usually  from  a generalized  to  a focal  seiz- 
ure or  in  some  cases,  the  pattern  of  the  seizure 
alters  so  that  attacks  which  initially  began  with 
one  aura  may  be  ushered  in  by  a different  warning 
after  a few  years  (Table  IV).  A detailed  examina- 
tion of  those  cases  in  which  the  character  of  the 
attacks  changed  suggests  that  patients  with  motor, 
sensory,  adversive  or  other  auras  had  attacks  in 
later  years  beginning  with  phenomena  usually 
ascribed  to  a focus  in  the  temporal  lobe,  namely 
gustatory  olfactory,  epigastric  aura.  In  fact,  this 
type  of  metamorphosis  was  present  in  some  12  of 
30  cases  having  a change  in  the  character  of  the  at- 
tack.The  electrographic  abnormalities  in  some 
cases  also  showed  a shift  from  a frontal  to  a tem- 
poral focus. 

The  Onset  Of  The  Epilepsy 

Seizures  may  occur  after  a blow  to  the  head  at 
almost  any  time.  In  approximately  1 per  cent  of 
individuals  sustaining  a head  injury,  a convulsive 
seizure  results  from  the  immediate  trauma  to  the 
head.  These  seizures  may  not  be  of  serious  prog- 
nostic omen,  if  other  factors  of  wounding  are 
minor.  However,  the  prognosis  is  grave  for  stupor- 
ous patients  who  have  generalized  seizures  some 
hours  after  a severe  head  injury.  Focal  seizures  in 
the  first  days  are  less  serious.  They  are  usually  con- 
sidered to  be  due  to  cerebral  lacerations  or  blood 
in  the  spaces  about  the  brain;  in  fact,  some  sur- 
geons consider  that  their  occurrence  is  an  indica- 

Table  IV 

Relationship  of  Type  to 
Change  in  Character  of  Seizure 
Over  a Ten  Year  Period 


Total 

No 

Changing 

Per- 

centage 

Focal  attacks  only 

22 

5 

22.4 

Focal,  some  becoming  generalized 

77 

13 

16.9 

Focal,  all  becoming  generalized 

48 

7 

14.6 

Generalized  only 

32 

5 

15.6 

Psychomotor  and  other 

4 

0 

- 

tion  for  an  exploratory  burr  hole.  In  the  hist  few 
weeks  after  a head  injury,  focal  seizures,  presum- 
ably due  to  the  acute  inflammatory  reaction  to 
brain  damage,  are  not  uncommon.  Their  prognos- 
tic signihcance  for  later  seizures  is  not  agreed 
upon;  some  authors  consider  them  so  benign  that 
they  do  not  classify  them  as  posttraumatic  epilepsy. 
However,  about  half  of  these  patients  will  have 
later  attacks. 

Although  few  patients  with  closed  head  injuries 
will  develop  seizures  after  the  hrst  month  or  two, 
those  with  open  head  wounds  have  a considerable 
risk  of  seizures  occurring  within  the  hrst  two  years. 
In  the  latter  group  approximately  50  per  cent  of 
those  who  will  develop  epilepsy  have  had  their 
hrst  attack  by  six  months  after  injury,  and  80  per 
cent  have  had  an  attack  before  the  end  of  the  sec- 
ond year.  Thereafter,  patients  with  closed  head  in- 
juries who  have  no  attacks  are  very  unlikely  to 
have  seizures,  but  those  with  open  head  wounds 
have  about  1 per  cent  chance  each  year  of  develop- 
ing attacks  until  the  10th  postrtaumatic  year  (Fig. 
I).  Occasionally  a patient  may  have  his  hrst  attack 
15  or  20  years  after  a head  injury,  but  such  a late 
onset  should  lead  to  a very  careful  search  for  other 
possible  causes. 


< 


Figure  I 

Graph  to  show  the  annual  incidence  of  posttraumatic 
epilepsy  in  a series  of  closed  (circles)  and  open  (dots)  head 
injuries. 
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Table  \’ 

Incidence  oe  Epilepsy  in  Closed  Head  In  juries* 
And  Dural  Peneiratinc;  Injuries  (irom  Walker  (II) 


.\uthor 

Closed 

No.  CASES  % EI’ILEI’SV 

Ol'EN 

No.  C:ASF.S  % EPILEPSY 

World  War  I 

Rawlings 

47 

9 

226 

33 

Credner 

211 

19.7 

1,234 

49 

World  IVar  II 

\\'alkcr  N-  Jablon  2G7 

14.2 

472 

36 

Wifson 

1 96 

17 

Civilian 

Rowlxitham 

130 

2..'j 

|ennett 

1,000 

8.0** 

Korean 

Caveness 

(table  11) 

119 

10 

130 

50 

* Inchides  seal 

p lacerations. 

**  Deduced  from  3.8% 

eatly  epilepsy  jdus  .7% 

late  epilcjjsy 

of  wbich 

to  were  early  epilejjt 

ics. 

The  Incidence  Of  Posttraumatic  Epilepsy 

I'he  incidence  of  posttraumatic  epilepsy  varies 
with  the  type,  location  and  severity  of  head  injury 
( l abie  V).  For  closed  head  injuries,  a figure  of  1-5 
per  cent  is  usually  ipioted,  for  open  cranial 
wounds,  the  figures  range  from  20-50  per  cent.  If 
an  attempt  is  made  to  control  the  severity  and  type 
of  wounding,  the  incidence  of  seizures  is  remark- 
ably similar.  For  example,  the  overall  incidences  of 
posttraumatic  epilepsy  in  missile  head-injured  men 
of  World  Whir  1,^  Wdirld  'Whir  II, and  of  the 
Korean  campaign-  are  practically  identical,  33.5 
per  cent,  33  jier  cent  and  34  per  cent  respectively. 
'Fhis  finding  has  been  advanced  as  evidence  that 
surgical  advances  did  not  affect  the  frequency  of 
convulsive  sequelae.  But  the  optimist  might  well 
ague  that  the  improved  surgical  treatment  saved 
the  more  seriously  wounded  men  of  the  later  wars, 
many  of  whom  tinquestionahly  would  have  suc- 
cumbed had  they  been  similarly  wounded  in  AVhirld 
War  I,  so  that  had  the  true  incidence  and  other 
factors  including  surgical  treatment  been  the  same, 
there  would  have  been  a higher  percentage  of  post- 
traumatic  epilepsy  in  the  later  wars. 

Course  Of  The  Posttraumatic  Epilepsy 

Sufficient  information  is  now  available  from  the 
long-term  followup  of  relatively  large  series  of 
patients  to  describe  the  natural  history  of  post- 
traumatic  epilepsy.  It  becomes  apparent  that  some 
individuals  following  a head  injury,  will  have  a 
few  convulsions  in  the  first  year  or  so  and  no  sub- 
.se(|uenl  attacks,  even  though  anticonvulsive  medi- 
cation is  not  maintained.  Patients  with  generalized 
attacks  without  aura  are  a little  more  apt  to  have 
this  benign  course  than  individuals  with  focal  seiz- 


ures that  become  generalized.  However,  in  this  lat- 
ter group,  there  is  a tendency  for  the  attack  to  re- 
main focal  without  spread.  Hence,  in  a series  of 
])ostiraumatic  epileptic  patients,  the  prevalence  of 
major  attacks  decreases  more  rapidly  than  that  of 
minor  attacks.  In  addition,  the  focal  attacks  be- 
come less  severe  and  decrease  in  fretpiency  so  that 
an  occasional  jiaresthesia  of  a hand  may  be  the  only 
remaining  fragment  of  the  focal  seizure  (Fig.  II). 

Vet,  it  must  be  admitted  that  occasionally  an  in- 
dividual Yvho  has  been  free  of  attacks  for  5 or  6 
years  may  have  a seizure  often  precipitated  by  an 
intercurrent  infection,  traumatic  or  psychic  stress 
and/or  the  sudden  withdrawal  of  anticonvulsive 
medications.  In  general,  these  attacks  are  isolated 
and  upon  returning  to  a normal  regime,  the  pa- 
tient continues  indefinitely  without  further  attacks. 

In  a series  of  230  patients  who  had  had  one  or 
more  seizures  after  a head  injury  and  who  were 
followed  for  15  years,  approximately  one-fourth 
hatl  no  attacks  of  any  type  from  the  5th  to  the 
15th  years  and  almost  half  had  no  major  convul- 
sions in  that  jieriod.  In  other  w'ords,  10  to  15  years 
after  injury,  60  per  cent  of  these  posttraumatic 
epileptics  no  longer  have  attacks  which  render 
them  incapable  of  taking  care  of  themselves.  A 
number  of  factors  point  toward  a favorable  prog- 
nosis. 4 he  occurrence  of  only  generalized  and  few 
attacks  w'ithin  the  first  month  or  .so  of  injury,  and 
a tendency  for  the  attacks  to  decrease  in  frequency 
or  severity  in  the  first  two  years,  are  good  prog- 
nostic omen.  Anticonvulsant  medication  may  be  a 


NUMBER 


Figure  II 

Giajih  to  show  tlie  jtrevalencc  of  posttiauinatic  c])ilcp,sy  in 
a series  of  230  men  known  to  have  had  one  or  more  seizures 
following  a head  injury.  The  clear  areas  re|)resent  no  seizures, 
rite  coarse  ilotted  areas  represent  major  attacks  and  the 
stijjpled  areas  represent  minor  attacks  without  loss  of  con- 
sciousne.ss.  Note  that  the  number  of  men  having  minor 
attacks  remains  constant  because  of  the  number  of  men 
ceasing  to  have  minor  attacks  is  balanced  by  the  number  of 
men  whose  attacks  change  from  major  to  minor,  .\fter  the 
fifth  year  the  attack  profile  is  relatiiely  stable. 
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Table  VI 

Electroencephalographic  Findings  as  an  Index 
OF  Prognosis  of  Posttraumatic  Epileps\’ 

(from  Marshall  & IValker) 

EEG  CHARACTERISTICS  STATE  OF  EpILEPSV  AFTER  5 YrS. 

5-9  YrS.  AFTER  ONSET  No  ATTACKS  CONT  D ATTACKS 


OF  POSTTRAUMATIC  EPILEPSV 

No.  CASES 

% 

No.  C.ASES 

% 

Normal  or  borderline 

27 

39 

56 

34 

Generalized  abnormality 

17 

25 

32 

23 

Focal  abnonnality 

25 

36 

55 

33 

factor,  but  it  is  not  essential,  for  many  patients 
whose  attacks  ceased  are  not  taking  drugs. 

The  Value  Of  Electroencephalography 
In  Posttraumatic  Epilepsy 

High  hopes  have  been  entertained  for  the  elec- 
troencephalogram to  provide  prognostic  informa- 
tion regarding  head  injuries.  Single  records  are 
difficult  to  evaluate  because  the  pretraumatic  elec- 
troencephalographic  pattern  is  unknown.  Serial 
tracings  may  give  signihcant  information  regarding 
the  extent  and  degree  of  brain  damage,  but  they 
do  not  indicate  which  patients  will  eventually  de- 
velop postraumatic  epilepsy  and  which  will  not, 
nor  do  they  indicate  the  prognosis  of  an  individual 
having  seizures  (Table  VI).  It  is  now  apparent  that 
no  S2^>ecihc  electroencephalographic  pattern  is  con- 
sistently associated  with  posttraumatic  epilepsy. 
Even  spikes  generally  considered  to  have  epileptic 
signihcance  are  not  much  more  frequent  in  the 
records  of  patients  with  posttraumatic  epilepsies 
than  those  of  non-epileptic  patients  with  head  in- 
juries. Serial  records  do  not  enable  an  accurate 
prognosis,  for  although  episodic  discharges  may 
precede  convulsions,  they  may  also  resolve  without 
overt  seizures. 

On  the  negative  side  a normal  electroencephalo- 
gram after  a head  injury  is  indicative  of  little  or 
no  brain  damage;  an  abnormal  tracing  is  usually 
associated  with  some  brain  injury.  A series  of  brain 
waves  showing  gradual  recession  of  abnormalities 
over  a period  of  months  is  looked  upon  as  a satis- 
factory resolution  of  the  injury,  whereas,  the  per- 
sistence of  abnormalities  is  a cause  of  apprehen- 
sion. Perhaps  the  use  of  activating  techniques  will 
allow  more  dehnite  conclusions  to  be  drawn  re- 
garding the  future  probabilities  of  epilepsy. 

If  a convulsive  state  has  developed,  the  electro- 
encephalogram still  seems  to  be  more  sensitive  to 
the  degree  of  brain  damage  than  to  the  epileptic 
state.  Within  the  hrst  ten  years  of  injury,  electro- 
encephalograms of  patients  who  had  had  one  or 
more  seizures,  of  patients  who  were  having  recur- 
rent seizures  and  of  those  who  had  not  had  a con- 
vulsion for  at  least  two  years,  did  not  specihcally 


differ  in  terms  of  wave,  form,  frequency  or  syn- 
chrony (Table  VI),  but  with  a longer  span  of  free- 
dom — ten  years  — the  brains  of  the  non-epileptic 
group  tended  to  be  less  abnormal  than  those  of  the 
other  groups  (Table  VII). 

The  Treatment  Of  Posttraumatic  Epilepsy 

Theoretically  the  administration  of  anticonvul- 
sant medications  should  decrease  the  likelihood  of 
an  epilepsy  developing.  However,  no  well-con- 
trolled series  has  yet  been  presented  to  prove  this 
hypothesis.  Because  all  anticonvulsant  drugs  occa- 
sionally have  undesirable  side-effects,  it  does  not 
seem  advisable  to  prescribe  such  medication  indis- 
criminantly  for  patients  who  have  had  minor  head 
injuries,  and  who  consequently  have  very  minimal 
chances  of  developing  seizures.  On  the  other  hand, 
patients  with  severe  open  wounds  of  the  head,  who 
have  a 50  per  cent  chance  of  developing  a seizure, 
may  well  be  advised  to  take  an  anticonvulsant  drug 
for  one  or  two  years  after  their  injury.  If  no  attacks 
have  occurred  by  this  time,  the  odds  are  slight  that 
they  will  develop  later.  The  effectiveness  of  anti- 
convulsant medication  in  posttraumatic  seizures 
has  been  questioned  by  some  epileptologists.  How- 
ever, in  my  experience  the  attacks  are  easier  to 
control  by  anticonvulsive  medication,  than  those 
of  other  forms  of  epilepsy.  Phenobarbital  in  doses 
of  0.1  grams,  t.i.d.  or  dilantin  in  doses  of  0.1  gram 
q.i.d.  is  advisable  for  a patient  who  has  had  one  or 
more  attacks  following  a head  injury.  If  they  per- 
sist, the  medication  should  be  increased  and  myso- 
line  added.  Rarely  is  it  necessary  to  consider  surgi- 
cal exploration  of  the  wound  and  resection  of  an 
epileptogenic  focus. 

The  Disability  From  Posttraumatic  Epilepsy 

A few  convulsive  attacks  after  a head  injury 
should  not  be  considered  a permanent  disability, 
even  if  they  are  associated  with  some  neurological 
handicaps  such  as  a hemiparesis  or  aphasia.  Almost 


Table  VII 

Relationship  of  Electroencephalographic  Findings 
AT  Followup  to  State  of  Epilepsy 


Type  of  Abnormality 

None 

Generalized 

Focal 

(N  = 33) 

(N  =r  29) 

(N  = 50) 

% 

% 

% 

Minor  Attacks 


None  10  yrs. 

61 

55 

52 

1-6/yr. 

9 

14 

18 

6+/yr. 

30 

31 

30 

Major  Attacks 

None  10  yrs. 

82 

63 

56 

1-6/yr. 

12 

20 

34 

6+/yr. 

6 

17 

10 
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Table  VIII 

Relaiionship  of  Work  Status  and  Intelligence 


Non-Emploved 

Emploifi)  (N  = 9(i)  (N  =117) 

Intelligence  No.  % No.  % 


-89 

11 

11 

05 

55 

90-109 

53 

55 

40 

40 

110-f 

32 

34 

6 

5 

all  authors  agree  that  the  presence  of  a posttrau- 
matic  epilepsy  rarely  constitutes  a real  handicap 
to  social  or  economic  rehabilitation.  However,  the 
patient  will  have  a few  anxious  years,  but  he 
should  not  become  depressed  nor  give  up  his  occti- 
pation  because  of  such  attacks.  A rather  extensive 
experience  indicates  that  if  the  individual  has  bet- 
ter than  a normal  intelligence,  the  odds  are  about 
7 out  of  8 that  he  will  be  able  to  continue  his  nor- 
mal occupation.  Even  motoring,  after  a short  in- 
terlude, is  not  denied  him.  Unfortunately,  individ- 
uals with  low  intelligence  do  not  make  as  satisfac- 
tory adjustments  to  their  handicap  as  those  with 
normal  or  superior  intelligence  (Table  Vlfl). 

Summary 

I'he  factors  influencing  the  development  of  a 
posttraumatic  epilepsy  are  many  and  related  to 
events  preceding,  concomitant  with  and  subsequent 
to  the  injury. 

I'he  incitlence  of  epilepsy  following  head  in- 
jtiries  varies  from  practically  nil  to  over  50  per 
cent  depending  upon  the  severity  of  injtiry  and  the 
site  of  cerebral  involvement. 


Even  if  seizures  develop,  spontaneous  regression 
and  ces.sation  may  occur  3-4  years  after  the  injury. 

The  medical  treatment  consists  of  anticonvul- 
sant therapy  until  the  patient  has  become  free  of 
attacks  for  at  least  two  years. 
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infected  Subdural  Hematoma 


David  M.  Geetter,  M.D.  and  Stevenson  Flanigan,  M.D. 


■ Reports  of  suppuration  within  the  intracranial 
subdural  space  have  appeared  in  the  medical  litera- 
ture for  several  centuries  as  documented  in  the 
articles  by  W^ebster  and  Gurdjiand  and  Groff  and 
Grant.-  Beginning  with  the  paper  by  Virchow® 
in  1857  in  which  he  presented  the  histological 
description  and  pathological  study  of  subdural  fluid 
collections,  a great  volume  of  literature  has  been 
written  concerning  the  nature  of  intracranial 
effusions  and  infections  of  the  subdural  space.  The 
subject  is  usually  confined  to  three  basic  categories 
—subdural  hygroma,  subdural  hematoma,  and  sub- 
dural empyema,  with  very  little  mention  of  co- 
existence between  any  two  of  these  conditions. 
Recent  cases  of  a seldom  encountered  entity,  sup- 
puration within  a pre-existing  subdural  hematoma, 
prompted  a review  of  the  literature  on  the  pheno- 
menon. Although  this  entity  has  been  previously 
recognized  and  has  been  reported  in  papers  on  sub- 
dural empyema  (Hankinson  and  Amados,**  Hitch- 
cock and  Andreadis,^  List,®  Lancet"')  as  a coinciden- 
tal finding,  no  reference  dealing  specifically  with 
this  condition  was  encountered.  The  rarity  of  in- 
fection occurring  in  a subdural  hematoma  may  be 
appreciated  by  the  fact  that  in  a large  collection 
such  as  McKissock’s,  et  ah®  series  of  387,  Munro’s® 
series  of  310,  and  Laudig’s  et  ah®  series  of  143  cases 
of  verified  subdural  hematomas,  no  mention  is 
made  of  secondary  infection.  Similarly,  in  a review 
of  98  cases  of  subdural  hematoma  in  children  by 
Ingraham  and  Matson, no  infections  were  en- 
countered. Surprisingly,  in  review  articles  on  in- 
fections of  the  subdural  space  by  Gurdjian  and 
Webster,i2  Kubik  and  Adams,^®  Stern  ad  Boldrey,i* 
Botterell  and  Drake,i®  Keith,i®  and  Spatz,i^  pre- 
existing subdural  hematoma  is  not  listed  as  a con- 
commitant  factor.  Although  infected  subdural 
hematomas  have  undoubtedly  been  recognized,  and 
no  pretense  is  made  of  proposing  a new  clinical 
entity,  it  is  intended  to  establish  the  infected  sub- 
dural hematoma  as  a distinct  suppurative  lieson 
apart  from  subdural  empyema.  Three  representa- 
tive case  histories  recently  encountered  on  the 
Neurosurgical  Service  at  the  Yale-New  Haven  Hos- 
pital will  be  presented. 

From  the  Section  of  Neurosurgery,  Yale-New  Haven  Hos- 
pital, New  flaven,  Connecticut. 

This  paper  was  read  at  the  Winter  meelmg  of  the  New 
England  Neurosurgical  Society,  March  1966. 


Case  No.  1 

R.H.  This  was  a nine  month  old  Negro  male  who  had 
sustained  a head  injury  with  fracture  of  the  left  parietal 
bone  at  age  six  months.  Apart  from  a generalized  seizure 
immediately  after  the  injury,  there  were  no  neurological 
sequellae  and  studies  including  an  EEG  were  normal.  In 
the  succeeding  three  months  he  developed  a progressive 
right  hemiparesis  beginning  in  the  lower  extremity.  Two 
weeks  prior  to  admission  he  was  treated  with  penicillin  for 
a draining  right  otitis  media.  No  culture  of  the  drainage 
was  taken.  On  re-admission  the  child  was  febrile  and  difficult 
to  arouse.  There  was  bilateral  otitis  media.  The  neck  was  stiff 
and  he  exhibited  a spastic,  hyperrefle.xic  hemipareses  of  the 
right  extremities,  and  right  facial  weakness.  The  head  cir- 
cumference had  increased  from  44  cm.  to  48.5  cm.  in  the 
three  months.  Fundiscopic  examinations  were  normal.  Lum- 
bar puncture  revealed  60  W.B.C.  predominantly  polymor- 
phonuclear leukocytes.  Cultures  of  the  CSF  were  sterile.  The 
proteon  was  128  mg  per  cent,  CSF  sugar,  59  mg.  per  cent 
(blood,  96  mg.  per  cent).  Antibiotic  therapy  was  re-instituted 
and  the  child  was  operated  upon  on  an  emergency  basis  be- 
cause of  progressive  deterioration.  Bilateral  parietal  burr 
holes  were  made.  The  dura  was  thickened  on  the  left  and 
a thick  gray  membrane  was  encountered  beneath  it.  On 
opening  the  underlying  membrane  an  odorless,  yellow- 
wliite  seropurulent  fluid  spurted  out.  Gram  stain  of  the  fluid 
revealed  numerous  inflammatory  cells  but  no  organisms.  Cul- 
tures of  the  fluid  were  sterile.  The  cavity  was  drained. 
Rapid  return  of  right  sided  function  occurred  post-opera- 
tively  and  there  was  no  evidence  of  re-accumulation.  An 
EEG  at  the  time  of  discharge  revealed  a preponderance  of 
slow  activity  in  the  left  temporal  area. 

Case  No.  2 

L.McC.  This  was  a 72  year  old  white  female  with  a 
history  of  a slight  left  sided  weakness  since  25  years  of 
age,  and  focal  left  sided  motor  seizures  once  or  twice 
monthly  in  the  recent  ten  years.  There  was  no  history  of 
significant  head  trauma.  Three  days  prior  to  admission  she 
developed  right  fronto-temporal  headache  and  had  several 
generalized  seizures.  The  frequency  of  the  left  sided  motor 
seizures  also  increased  to  at  least  30  per  day  and  she  rapidly 
developed  a complete  left  hemiplegia.  On  admission  she  was 
lethargic  and  febrile  without  discernible  cause  of  the  fever. 
There  was  a dense,  flaccid  left  hemiplegia  and  a suggestion 
of  a homonymous  left  temporal  vistial  field  cut.  A Babinski 
sign  was  present  on  the  left.  Skull  films  were  normal  but  the 
pineal  was  not  visualized.  An  echoencephalogram  showed  a 
1.5  millimeter  shift  of  the  midline  stnictures  from  right  to 
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Figure  I 

Case  2.  RiglU  carotid  arteriogram  sliowiiig  tlie  localized 
subdural  collecliou  iudicatiug  cbronicity  of  the  process. 


left.  All  flg-Oa  brain  scan  demonstrated  an  increased  uptake 
in  the  right  parietal  area.  Lumbar  puncture  revealed  an 
opening  pressure  of  170  mm.  water.  There  were  113  cells, 
predominantly  lymphocytes.  The  CSF  protein  was  164  mg. 
per  cent;  sugar  113  mg.  per  cent  (blood  sugar  225  mg  .per 
cent).  Cultures  revealed  no  growth.  .Subsequent  .spinal  taps 
showed  persistent  elevation  of  protein  and  slightlv  elevated 
cell  counts.  The  initial  EEC  recorded  a diffuse  abnormality 
with  suppression  of  voltage  over  the  right  hemisphere.  On 
several  EEC  studies,  a jireponderauce  of  high  voltage  slow 
activity  was  appreciated  in  the  right  frontal  area.  She  con- 
tinued to  run  a low  grade  temperature  for  the  next  four 
weeks  despite  intensive  antibiotic  therapy.  Suspecting  the  pos- 
sibility of  a brain  abscess,  carotid  angiographv  was  per- 
formed. It  showed  a large  right  fronto-parietal  subdural 
collection,  the  convex  appearance  of  which  suggested 
dironicity  (Fig.  1)  . A right  parietal  burr  hole  revealed 
thickened  dura.  Beneath  the  dura  was  a firm  gray  membrane 
measuring  three  millimeters  in  thickness.  On  incising  this 
membrane  a two  millimeter  thick  layer  of  softer  yellow-white 
membranous  material  was  encountered.  Biopsies  of  both 
layers  were  taken.  Upoti  puticturiug  the  inner  material,  a 
large  qnatitity  of  thick  yellow-white  odorless  Ihtid  escaped. 
It  filled  a cavity  measuring  three  centitneters  in  depth,  12  cm. 
anterior,  four  centimeters  posterior,  and  five  centimeters  iti- 
ferior  to  the  burr  hole.  The  cavity  was  lined  oti  all  surfaces 
by  an  amorphous  yellow  material  and  had  numerous  locula- 
tions  of  the  Iluid.  .A  staiticd  smear  of  the  fluid  revealed 
chronic  inflammatory  cells  but  no  organisms.  All  cultures 
were  sterile.  Histological  sections  of  the  biopsied  membranes 


showed  the  outer  membrane  to  be  a fibrous  tissue  with 
hcmosiilerin  deposits  and  large  thick-walled  vascular  chan- 
nels consistent  with  a subditral  hematoma  membrane.  The 
inner  membrane  contained  dense  fibroits  but  tnore  cellular 
tissue  with  .small  areas  of  necrosis  atid  several  thick-walled 
vascular  channels.  Post -operatively  the  left  hemiplegia 
cleared  rapidly  and  her  seizures  ceased.  .She  was  kept  on 
anticom  uksant  therapy. 

Case  No.  3 

R.K.  This  was  a 56  year  old  white  male  who  had  sustained 
severe  head,  left  arm  and  spinal  cord  injuries  in  an  industrial 
accident  in  1952.  No  intracranial  surgery  was  performed  and 
on  discharge  a year  later  there  was  no  evidence  of  cerebral 
dysfutiction  despite  palsies  in  his  lower  extremities  and  left 
arm.  He  was  readmitted  in  March,  1963,  for  treatment  of 
dccubiti  of  the  sacrum  atui  both  hips,  infected  with  Staphy- 
lococcus aureus.  Ultimately,  it  was  necessary  to  remove  the 
head,  neck  and  proximal  portions  of  the  femurs  bilaterally. 
During  his  hospitalization  he  was  disoriented  and  showed 
evidence  of  generalized  mental  deterioration  without  signs 
of  focal  ititracrauial  disorders.  He  remained  febrile  and  his 
wounds  drained  material  which  consistently  grew  out 
Staphylococcus  aureus,  although  blood  cultures  were  sterile. 
On  September  4,  1963,  he  developed  a right  facial  weakness, 
slurred  speech  and  a dilated,  fixed  right  pupil.  Edema  of 
the  right  eyelid  was  noted.  He  began  to  bave  generalized 
seizures  and  a progressive  loss  in  level  of  consciousness. 
Echoencephalogram  revealed  a 1.5  centimeter  shift  of  the 
nridline  structures  to  the  left.  Oti  September  6,  1963,  a right 
parietal  burr  hole  revealed  a two  millimeter  thick  membrane 
beneath  the  dura.  Incision  of  the  membrane  yielded  a large 
subdural  hematoma  which  contained  a few  clumps  of 
yellow  material  in  the  drainage.  Cultures  of  the  subdural 
Iluid  grew  Stajrhlococcus  aureus  and  an  enterococcus.  Death 
ensued  on  September  14th.  Autop.sy  revealed  a large  subdural 
abscess  over  tbe  convexity  of  the  right  parietal  lobe  (Fig. 
2)  . Histological  sectioti  c>f  the  dura  demonstrated  a subdural 


Figure  II 


Case  3.  Brain  removed  at  autopsy.  The  dura  and  the  sup- 
purative subdural  hematoma  have  been  elevated  superiorly 
to  show  the  depression  and  discoloration  of  the  adjacent 
brain  surface. 
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Imenibrane  typical  of  that  found  in  chronic  suhdural  hema- 
toma with  associated  acute  inflammatory  cells.  Another  find- 
ing was  an  abscess  in  the  left  kidney  with  acute  and  chronic 
pyelonephritis. 

Discussion 

In  each  of  the  cases  evidence  of  a pre-existing 
subdural  hematoma  is  apparent.  The  child  de- 
veloped a slowly  progressive  hemiplegia  several 
weeks  following  head  trauma  having  exhibited  no 
neurological  abnormalities  at  the  time  of  the 
original  injury.  A thick  subdural  membrane  was 
encountered  at  the  time  of  surgery,  typical  of  that 
found  in  chronic  subdural  hematoma.  In  the  sec- 
ond case,  despite  the  lack  of  known  antecedent 
skull  trauma,  the  patient’s  history  of  left  sided 
weakness  and  seizures,  the  angiographic  picture, 
together  with  the  histological  hirelings  of  the  mem- 
branes biopsied  at  surgery,  indicate  the  presence 
of  a long  standing  subclural  hematoma.  The  third 
case  is  one  of  a more  acute  nature  but  again,  a sub- 
dural membrane  was  found  with  watery  red-amber 
fluid  in  the  subdural  space  at  the  time  of  surgery. 

As  is  most  often  seen,  these  subdural  collections 
were  conhned  to  the  convexity  of  the  cerebrum. 
The  “basal”  subdural  space  is  rarely  involved  in 
accumulations  of  this  sort  because  of  the  intimate 
relation  of  the  irregular  base  of  the  brain  with  the 
fossae  of  the  skull  and  its  attachments  to  the  cranial 
base  by  means  of  the  cranial  nerves  (Courville  and 
Blomquist).!®  On  the  dorso-lateral  surface  of  the 
brain  and  in  the  interhemispheric  hssure  where 
bridging  veins  are  commonplace  there  is  less  inter- 
ruption of  the  space  and  large  collections  may 
accumulate.  The  mesothelial  cells  lining  the  sub- 
dural cavity  then  participate  in  the  encapsulation 
of  these  extraneous  materials  by  proliferation  and 
vascularization. 

The  dura  itself  is  generally  resistant  to  penetra- 
tion by  adjacent  infection  although  extension  into 
the  subclural  space  may  occur  by  contiguity  with  a 
purulent  process.  More  commonly,  the  route  of  in- 
fection is  retrograde  via  venous  or  perivascular 
pathways,  and  metastatic  via  the  blood  stream  from 
distant  sources.  Stern  and  Bolclrey^'^  list  ten  etio- 
logical conditions  for  the  access  of  organisms  into 
the  subclural  space.  The  most  common  source  is 
otorhinological  disease  (Schiller,  et  al,i®  Cour- 
ville) ,20  but  even  here  the  blood-borne  metastasis  is 
frequently  the  source  of  contamination.  Only  the 
first  case  presented  falls  into  this  category;  Case  #2 
had  no  recognized  source  of  infection;  and  Case 
#3  belonged  to  the  group  with  infection  metastatic 
from  a distant  source.  The  use  of  antibiotic  therapy 
prior  to  surgery  accounts  for  the  sterility  of  the 
fluid  in  the  first  two  cases,  and  the  resistant  nature 
of  the  organism  in  Case  #3  provided  a positive 


culture  of  the  subdural  collection.  The  “granula- 
tion” tissue  comprising  the  pre-existing  subdural 
membrane  might  serve  as  a nidus  for  infection  in 
hltering  organisms  from  the  blood  stream  in  bac- 
teremia. The  chronicity  of  the  membranes  would 
likely  limit  the  infection  to  that  area  circumscribed 
by  these  membranes.  No  evidence  of  pus  was  ap- 
parent outside  the  conhnes  of  the  hematoma 
cavities. 

Diagnosis  of  this  condition  as  distinct  from  sub- 
clural empyema,  subdural  hematoma  or  brain  ab- 
scess may  be  difficult.  Shift  of  the  pineal  or  midline 
structures  on  echoencephalogram,  pleocytosis  of 
spinal  fluid,  focal  neurological  signs  and  abnormal- 
ities on  brain  scan,  EEC,  or  contrast  studies  may 
be  similar  in  all  of  these  conditions.  A history  of 
antecedent  trauma  with  intervening  neurological 
signs  in  a patient  who  develops  fever  and  exacerba- 
tion of  the  neurological  abnormalities  can  logically 
raise  the  question  of  an  infected  subclural  hema- 
toma. The  finding  of  a subclural  collection  on  con- 
trast studies  in  a febrile  patient  with  no  other  ex- 
planation for  the  fever  may  support  the  suspicion. 
Otorhinologic,  scalp  or  distant  systemic  infections 
in  patients  with  previous  head  trauma  should  alert 
one  to  the  possible  development  of  an  infected  sub- 
clural hematoma,  especially  if  fever  continues  un- 
explained after  successful  eradication  of  the  prim- 
ary infection.  The  rarity  of  this  condition  makes  it 
probable  that  few  will  be  diagnosed  preoperatively. 

The  treatment  of  an  infected  subclural  hema- 
toma is  logically  that  of  any  collection  of  “laudable 
pus”  in  the  body— drainage.  Results  in  these  cases 
were  gratifying  with  simple  “burr  hole”  trephina- 
tion, irrigation,  breaking  loculations,  instillation 
of  antibiotic  solutions  and  drainage  with  Penrose 
drains.  The  fluids  from  two  was  already  sterile  so 
that  in  essence  the  surgical  management  was  sim- 
ply that  of  evacuating  a space-occupying  lesion.  In 
the  third,  with  a still  infected  hematoma,  the 
surgical  intervention  did  not  alter  the  course,  but 
then  the  patient  was  also  suffering  pyelonephritis, 
kidney  and  lung  abscesses,  and  was  in  a debilitated 
state.  No  attempt  was  made  to  remove  the  mem- 
branes or  make  further  drainage.  Systemic  anti- 
biotic therapy  was  continued. 

The  neurological  status  of  all  three  patients  was 
markedly  improved  after  the  procedure.  Follow-up 
examinations  on  the  two  surviving  patients  four 
months  after  surgery  revealed  continuing  neurol- 
ogical improvement  and  no  evidence  of  re-accumu- 
lation  of  the  subclural  collection.  In  the  light  of 
the  generally  poor  prognosis  in  patients  with  sub- 
clural suppurations,  the  rewards  of  early  recogni- 
tion of  the  infected  subdural  hematoma  with  its 
simple  treatment  and  favorable  prognosis  are  self 
evident. 
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Summary 

1.  Tliere  are  scant  reports  in  the  literature  of 
infected  stilxlnral  hematomas  as  a suppurative 
lesion  distinct  from  subdural  abscess  or  empyema. 

2.  Three  cases  of  infected  stdrdural  hematoma 
with  their  salient  clinical  and  histopathological 
features  are  presented. 

3.  Reference  is  made  to  factors  determining  sites 
ol  sidtdural  accumulations.  I’he  formation  of  the 
subdtiral  membrane  and  the  jjotential  role  it  plays 
in  the  localization  of  infection  is  disctissed. 

4.  The  diagnosis  of  infected  subdural  hematoma 
may  be  difficult  to  make  pre-operatively.  A history 
of  antecedent  head  trauma  in  a patient  with  tin- 
explained  fever,  neurological  signs  and  a subdtiral 
collection  on  contrast  studies  may  suggest  the 
tliagnosis. 

5.  Treatment  has  been  effective  with  drainage 
of  the  subdural  cavity  and  systemic  antibiotic 
therapy.  Idle  prognosis  is  favorable. 
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PATIENT  PERSONALITIES 

To  avoief  leading  qitestions,  which  too  often  receive  an  affirmative  reply 
whether  correct  or  not,  it  is  sometimes  tiseful  to  reword  the  cpiestion  in  an  op- 
posite manner  and  repeat  it  later.  For  example,  if  yon  desire  to  know  whether 
walking  or  other  physical  exercise  produces  pain  in  the  chest,  you  might  say; 
“Does  walking  help  your  pain?”  If  the  patient  replies  emphatically,  “ Fhat’s 
when  I get  it,”  his  answer  is  probably  reliable.— H.  U.  Hopkins,  M.D.,  Ed., 
Leopold’s  Principles  and  Methods  of  Physical  Diagnosis.  Third  Edition.  1965, 
p.  3. 
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OLD  WORDS  - NEW  MEANINGS 

X HAT  communication  should  become  increasingly  complex  and  difficult  is  undoubtedly  a natural 
consequence  of  s2:>ecialization.  For  the  medical  profession  some  areas  of  confusion  are  based  perhaps 
more  on  concepts  and  approaches  compartmentalized  within  limited  fields  of  interest  than  on  differ- 
ences in  vocabulary.  However  when  discussions  involve  interdisciplinary  groups,  the  difficulty  is 
often  magnified  because  the  participants  “speak  a different  language”.  This  has  been  notable  particu- 
larly in  the  effort  to  bring  advances  in  engineering  to  usefulness  in  medicine.  Progress  toward  a fusion 
of  bio  engineering  knowledge  has  been  delayed  largely  for  that  reason. 

Evidence  of  even  widespread  difficulty  exists.  Many  who  converse  with  members  of  the  New  Generation 
find  communication  impeded  not  only  by  the  unfamiliar  sounds  included  in  their  vocabulary  but  also  by 
the  widely  differing  connotations  of  many  use-aged  words  such  as  “cool”  or  “cat”— or  even  “freedom”, 
“rights”  and  “morality”.  Some  elders,  particularly  those  who  deal  with  the  jrractical  problem  of  decision- 
making and  translation  of  concepts  into  reality,  feel  keenly  an  urgency  to  establish  better  rapport  and  a 
common  ground  of  understanding  with  youth.  A persistent  language-barrier  coidd  provide  the  basis  for 
harsh  criticism  of  judgment,  or  misguidance  by  our  leaders,  when  the  “go-go  camp”  reaches  its  period  of 
responsibility  and  performance. 

The  problems  of  communication  are  not  limited  to  this  facet  of  society.  Although  the  implications  are 
less  esoteric,  it  has  become  apparent  to  those  concerned  with  current  considerations  of  legislation  for 
implementing  Title  XIX  (Medicaid)  in  Connecticut  that  confusion  exists  in  respect  to  the  meaning  of 
certain  key-words  which  appear  in  the  bills.  There  is  need  for  clear  understanding  and  uniformity  of 
interpretation  by  physicians,  legislators,  administrators,  intermediary  agencies,  and  others.  An  attempt 
has  been  made  by  the  Committee  on  Insurance  and  Prepayment  Plans  of  the  AMA  Council  on  Medical 
Services  to  aid  in  clarifying  procedural  terminology  by  the  development  of  a booklet  for  distribution  to 
members.  Since  this  effort  is  necessarily  dynamic  in  nature,  continuous  addition  and  revision  (frustration 
has  been  encountered  in  the  attempt  to  obtain  nation-wide  uniform  interpretation  of  some  words)  will 
be  required.  Definition  of  terms  which  are  very  important  to  an  understanding  of  Title  XIX  such  as: 
poverty,  welfare,  charity,  indigent  and  medically  indigent,  categorical  needy  and  medical  needy,  are 
lacking.  These  terms  do,  however,  merit  much  thought  and  review  in  relation  to  modern  socio-economic 
concepts. 

No  attempt  will  be  made  here  to  provide  a lexicon  of  even  those  words  found  in  the  bill  which  may  be 
of  common  use  but  may  have  mrdtiple  or  vague  meanings.  In  view  of  the  questions  asked  by  members  of 
the  Society  and  in  the  interest  of  common  parlance  and  mutual  understanding  at  least  in  Connecticut,  it 
is  felt  usefid  to  outline  the  following  definitions  of  terms  related  to  charges  and  reimbursement  of 
physicians  for  medical  service: 

(1)  The  word  “usual”  means  the  fee  that  a physician  charges  most  of  his  private  patients  for  a given 
service.  In  the  terminology  used  by  some  other  organizations,  our  word  “usual”  is  synonymous  with 
their  word  “customary”. 

(2)  To  us,  the  word  “customary”  means  that  the  usual  fees  of  a physician  are  in  line  with  the  levels 
generally  accepted  as  proper  in  his  community  area  for  a similar  service  rendered  by  a practitioner 
of  similar  qualifications.  In  the  parlance  of  others,  the  word  “prevailing”  may  be  used  as  a synonym 
for  “customary”. 

(3)  The  phrase  “as  determined  at  local  level”  is  intended  to  apply  to  both  (1)  and  (2)  in  the  sense 
that  the  propriety  of  a physician’s  fee  shoidd  not  be  measured  against  some  fixed,  uniform,  state- 
wide schedule  or  standarcl,  but  should  be  evaluated  in  terms  of  what  is  deemed  reasonable  and 
proper  in  his  own  community  or  area.  For  practical  administrative  purposes,  the  Society  looks  upon 
its  eight  component  county  medical  associations  as  best  cpialified  to  make  such  “local  level”  evalua- 
tions, and  each  one  of  them  has  a review  committee  in-being  to  receive  and  pass  judgment  on  any 
member’s  fee  which  is  questioned  by  a third  party  payor  (insurance  company,  Welfare  Department, 
etc.). 


Orvan  W.  Hess,  M.D. 
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FROM  THE  GENERAL  MANAGER’S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards,  m.d..  General  Manager 
160  St.  Ronan  Street,  New  Haven,  Conn. 
Telephone  865  0587 


Josephine  P.  Lindquist 
Assistant  to  General  Manager 


SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 
Wednesday,  December  21,  1966 

I.  Attendance 

In  tlie  absence  of  the  Chairman,  Stevens  J.  Mar- 
tin, President  Orvan  W.  Hess  chaired  this  meeting. 
Present  in  addition  to  Dr.  Hess  were:  Drs.  Bradley, 
Gardner,  M.  Caplan,  Polivy,  Rogol,  Grendon,  Ab- 
bot, Hastings,  Ayres,  Nolan,  Cramer,  Fabro,  Grant, 
Petrie,  Pelz  and  Roch.  Also  present  were:  Mrs. 
Lindquist,  Mr.  Villano  and  Dr.  Richards. 

Absent  were:  Drs.  W.  Martin,  Goldberg,  Bran- 
don, H.  Caplan,  WAise,  Sr.,  S.  Martin,  Egan,  Spitz, 
Shepard,  Ciccarelli,  \Vilson  and  Palomba. 

II.  Routine  Business 

Approval  Of  Minutes 

As  printed  and  distributed,  it  was  VOTED  to 
approve  the  minutes  of  the  meeting  of  December  8, 
1966. 

Life  Membership 

It  was  VOTED  to  approve  ajtplications  for  Life 
Membership  received  from  the  following  eligible 
Active  Members  of  the  Society: 

Timothy  F.  Brewer,  Sr.,  \VTst  Hartford, 
(HCM.V)  1967 

David  W.  Byrne,  \Vindsor  Locks  (HCMA)  1967 
Ettore  F.  Carniglia,  Windsor  Locks  (HCMA) 
1967 

Francis  L.  DePascjuale,  Hartford  (HCMA)  1967 
Asa  }.  Dion,  Hartford  (HCM.V)  1967 
Francis  X.  Fagan,  West  Hartford  (HCM.V)  1967 
Clarence  M.  Friery,  West  Hartford  (HMCA) 
1967 

Manuel  S.  Hirshberg,  Hanford  (HCM.V)  1967 
Joseph  Kalett,  New  Britain  (HCM.V)  1967 
Afilton  F.  Little,  Flartford  (HCM.V)  1967 
Morris  M.  Mancoll,  Hartford  (HCM.V)  1967 
Rudoljjh  Maslak,  AVhirehouse  Point  (HCMA) 
1967 

Jose])h  T.  Mattei.s,  New  Britain  (HSM.V)  1967 
Ladislaus  B.  Slysz,  New  Britain  (HCM.V)  1967 
Reuben  E.  Thalberg,  Southington  (HMC.V)  1967 
N.  Weisenfeld,  Hartford  (HCM.V)  1967 

Student  Members 

It  was  VOTED  to  elect  to  Student  Alembership 
two  Connecticut  residents  who  are  attending  medi- 
cal schools  as  follows: 


David  J.  Beccia,  East  Ridge  Drive,  Middlebury 
New  York  Medical  College— Class  of  1970 
Pre-Med:  Fordham  LIniversity 
Parent:  Martin  J.  Beccia 

Winthrop  S.  MacLaughlin,  Jr.,  46  Ledge  Lane, 
Stamford 

George  Washinglon  Univ.  Sch.  of  Med— Class 
of  1970 

Pre-Med:  Fordham  University  College  of  Phar- 
macy 

Parent:  Deceased 

Resignations,  Appointments,  Etc. 

Alternate  AMA  Delegate-.  Jt  was  VOT  ED  to  ap- 
point Sidney  L.  Cramer,  Hartford,  as  .Vlternate 
Delegate  to  the  .VM.V  for  the  term  Jan.  1,  1967- 
Dec.  31,  19()8,  replacing  Morris  P.  Pitock,  Bridge- 
j)ort,  deceased.  .Vs  /Vlternate  Delegate,  Dr.  Cramer 
will  be  paired  with  Delegate  Max  Cajilan,  Meriden, 
and  his  appointment  will  be  recommended  for  con- 
firmation to  the  next  meeting  of  the  CSMS  House 
of  Delegates. 

Committee  on  Public  Health:  It  was  VOTED  to 
accept  the  resignation  of  Gert  M.  K.  Wallach,  T’or- 
rington,  as  a member  of  this  Committee,  and  to 
appoint  Fowler  White,  Forrington,  to  replace  Dr. 
Wallach  on  the  Committee  as  the  LC.M.V  repre- 
•sentative  for  the  current  year. 

Delegate  to  Maine  Medical  Association:  It  was 
VOTED  to  accept,  with  regret,  the  resignation  of 
Clyde  L.  Deming,  New  Haven,  as  a CSMS  Delegate 
to  the  Maine  Medical  .Vssociation,  and  to  refer  the 
(piestion  of  appointing  Dr.  Deming’s  successor  to 
the  Committee  on  Preliminary  Study  of  Nomina- 
tions for  1967-68. 

Conference  Committee  with  Connecticut  Bar  As- 
sociation: It  was  VOTED  to  accept,  with  regret,  the 
resignation  of  Peter  V.  C.  Dingman,  Waterbury,  as 
a member  of  this  Conference  Committee,  and  to 
thank  Dr.  Dingman  for  his  many  years  of  service, 
as  a member,  and  as  chairman,  ol  the  Committee. 

Date  Of  Next  Meeting 

Wednesday,  January  11,  1967,  was  set  as  the  date 
of  the  next  meeting. 

III.  Old,  New  And  Special  Business 

Appointment  Of  Delegates  To  The  New  England  Council 

As  revised  at  its  November,  1966  meeting,  the 
bylaws  of  the  Council  of  the  New  England  State 
Aledical  Societies  now  call  lor  the  appointment  of 
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six  Delegates  Irom  each  constituent  medical  society 
instead  o£  the  former  three.  At  the  request  of  the 
CNESMS,  six  CSMS  Delegates  were  appointed  for 
the  balance  of  the  current  year  as  follows: 

M.  David  Deren,  Bridgeport  (incumbent) 

Raljih  L.  Gilman,  Storrs  (incumbent) 

Orvan  W.  Hess,  New  Haven  (new,  by  virtue  of 
office  as  President) 

E.  Tremain  Bradley,  Norwalk  (new,  by  virtue  of 
ofhce  as  President-Elect) 

Max  Caplan,  Meriden  (new) 

Gaert  S.  Gudernatch,  Sharon  (new) 

Oliver  L.  Stringfield,  incumbent  Delegate,  re- 
mains a member  of  the  N.E.  Council  ex-officio,  as  a 
Past  President  of  that  organization,  and  is  now  not 
inducfed  as  a regular  Delegate  from  CSMS. 

Report— Committee  On  Third  Party  Payments 

It  was  VOTED  to  accept  as  information  a report 
filed  by  the  Committee  on  Third  Party  Payments 
which  covered  the  following  matters: 

(a)  Urging  Insurance  Carriers  to  Issue  Supple- 
tnenta^y  Coverage  to  Medicare  B\  Having  deter- 
mined that  numerous  carriers  are  making  such 
coverage  available  to  Connecticut  residents  age  65 
years  and  older,  the  Committee  feels  the  Society 
does  not  need  to  take  action  in  this  regard.  The 
matter  was  received  from  the  HCMA  Board  of 
Directors  and  was  referred  to  the  Committee  for 
study  and  report. 

(b)  Disclaimer  re  Acceptance  of  Assigned  Bene- 
pts:  The  Committee  approves  of  the  idea  of  attach- 
ing a “disclaimer”  to  all  claims  in  which  assign- 
ment of  benefits  are  accepted,  such  cfisclaimer  to 
state  that  the  benefits  accepted  are  not  to  be  inter- 
preted by  anyone  as  necessarily  being  related  in  any 
way  to  the  physician’s  usual  and  customary  fee.  The 
Committee  recommends  that  the  wording  of  the 
disclaimer  be  worked  out  by  the  General  Manager, 
in  consultation  with  CSMS  legal  counsel,  and  then 
submitted  to  the  Council  for  final  approval  and 
possible  distribution  to  the  Society’s  members  for 
their  use. 

(c)  Louisiana  State  Medical  Society’s  Direct  Bill- 
ing (IRP)  Program'.  The  Committee  approves  of  the 
“philosophy  and  procedure”  of  the  LSMS  program 
of  direct  billing  to  all  patients  but  feels  (1)  that  we 
should  await  the  possibility  of  incorporating  pro- 
cedures similar  to  those  of  TSAIS  as  a consequence 
of  legislative  changes  being  made  in  the  Title  XIX 
progiam  of  Medical  Assistance  to  permit  direct 
billing  of  MA  recipients,  and  (2)  that  the  General 
Manager  should  seek  to  determine  how  such  IRP 
plans  are  working  in  the  several  (about  12)  states 
in  which  they  are  being  tried  out. 

Report — Special  Committee  On  Title  XIX  Legislation 

It  was  VOTED  to  accept  the  report  filed  by  the 
Special  Committee  on  the  legislative  goals  to  be 


sought  by  the  Society  at  the  next  General  Assembly 
with  respect  to  the  implementation  of  Title  XIX 
program  of  Aledical  Assistance  in  Connecticut,  with 
the  following  specific  exceptions: 

(a)  It  was  VOTED  to  inform  the  Society’s  legisla- 
tive agent  that,  in  jareparing  a bill  to  authorize  the 
payment  of  “usual  and  customary  fees”  to  physi- 
cians rendering  care  to  Title  XIX  beneficiaries,  he 
should  insert  a clause  to  cover  the  phrase  “as  deter- 
mined at  local  level”  (luithout  using  that  phrase) 
which  would  stipulate  that,  under  the  auspcies  of 
CSMS,  review  committees  of  the  eight  component 
county  medical  associations  would  be  available  to 
the  Welfare  Department  to  advise  whether  a ques- 
tioned fee  was  “usual  and  customary”  in  the  com- 
munity area  in  which  the  service  was  rendered.  This 
action  was  felt  to  be  necessary  to  clarify  the  term 
“usual  and  customary  fees,  as  determined  at  local 
level”  and  to  jolace  it  in  fidl  context  with  the 
Society’s  policy  in  this  matter,  which  policy  in- 
cludes a review  committee  mechanism  at  local 
(county  medical  association)  level  to  receive  and 
rule  upon  questions  regarding  the  propriety  of 
local  (county  area)  physicians’  charges. 

(b)  The  Council  was  in  agreement  with  the  re- 
port’s recommendation  that  the  Society  not  intro- 
duce a bill  regarding  specific  income  levels  to  be 
set  for  AIA  eligibility  by  the  General  Assembly.  In 
keeping  with  the  resolution  on  this  subject  adopted 
by  the  House  of  Delegates  (December  8),  however, 
the  members  did  not  agree  that  the  Society  should 
plan  to  remain  silent  about  income  levels.  It  was 
therefore  VOTED  to  prepare  a “position  paper” 
dealing  with  the  philosophic  and  socio-economic 
aspects  of  setting  income  standards  beyond  “hu- 
manitarian and  fiscally  prudent”  levels  with  respect 
to  the  definitions  of  indigency  and  medical  indi- 
gency in  Connecticut,  and  to  give  the  “position 
paper”  the  widest  possible  distribution  among  mem- 
bers of  the  General  Assembly.  Further,  at  the 
proper  time  and  at  the  proper  hearing,  the  Society 
shordd  be  prepared  to  jiresent  testimony  on  this 
cpiestion  which  will  be  based  on  said  position 
paper. 

(c)  It  was  VOTED  to  direct  the  staff  to  explore 
the  possibility  of  holding  a second  Conference  of 
County  Aledical  Association  Officers  in  conjunction 
with  a statewide  symposium  on  the  implementa- 
tion of  a Title  XIX  program  of  Aledical  Assistance 
in  Connecticut.  Held  under  the  auspices  of  the 
Society,  such  a symposium  coidd  be  planned  in  such 
a way  as  to  afford  medical  leaders  and  members  of 
the  General  Assembly  an  opportunity  to  become 
oriented  on  the  medical  aspects  of  Title  XIX  and 
to  allow  all  participants  to  exchange  views  and  ask 
(juestions  on  same.  The  plan  to  be  prepared  by  the 
staff'  is  to  include  such  details  as:  date,  place,  costs, 
format,  etc. 
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NoWj  now,  Mrs.  Forsythe,  wF  ve  never  lost  a cold  patient  yet. 


When  she's  experiencing  acute  discomfort  from  cold  symptoms,  it's  small  wonder  the  patient  becomes  distressed 
about  her  condition. 

She  will  breathe  easier  when  you  prescribe  Novahistine  LP. 

Novahistine  LP  is  a long-acting  decongestant  that  helps  restore  normal  mucus  secretion  and  ciliary  activity— physio- 
logic mechanisms  which  prevent  infection  of  the  respiratory  tract.  A dose  of  two  tablets  taken  in  the  morning 
and  repeated  in  the  evening  will  usually  keep  air  passages  clear  for  24  hours. 

Use  cautiously  in  individuals  with  severe  hypertension,  diabetes  mellitus,  hyperthyroidism  or  urinary  retention. 
Caution  patients  who  operate  machinery  or  motor  vehicles 
that  drowsiness  may  result. 

Each  Novahistine  LP  tablet  contains:  phenylephrine  hydro- 
chloride, 25  mg.,  and  chlorpheniramine  maleate,  4 mg. 

PITMAN-MOORE  Division  of  The  Dow  Chemical  Company,  Indianapolis 

For  relief  of  nasal  congestion  , 
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Request— Connecticut  Pharmaceutical  Association 

Puisuaiu  lo  an  earlier  retjuesl  lor  CiS.MS  coopera- 
tion in  “legalizing”  the  prescribing  ol  Cilass  A nar- 
cotics by  telephone,  the  Executive  Connnitlee  ol 
the  (iPA  asked  lor  the  Society’s  support  ol  a l)ill  (to 
be  introclncecl  at  the  next  General  Assembly)  per- 
mitting physicians  to  prescribe,  and  pharmacists  to 
dispense,  Cdass  A narcotics  via  the  telej^hone.  It  was 
\'()'EEI)  to  inlcrrm  the  Executive  Gommittee  ol  the 
(iPA  that  the  Gonncil  endorses  the  principle  ol  the 
GPA’s  legislative  objective  in  this  matter,  and  will 
be  pleased  to  receive  a copy  ol  the  bill  to  be  intro- 
clncecl lor  study  and  possible  support.  In  taking 
this  action,  many  members  ol  the  Gonncil  ex- 
pressed the  opinion  that  “adecpiate  salegnards” 
against  opening  any  doors  to  illicit  traffic  in  nar- 
cotics shoidd  be  embodied  in  such  a bill. 

Agreement  With  Office  Of  Dependents'  Medical 
Care  Program 

d'he  Council  received  a December  (i  letter  Irom 
ODMG  stating  that,  tine  to  a misnnclerstancling, 
no  specific  progress  has  been  made  Ity  ODMG  tcr- 
warcl  accommodating  the  Society’s  policies  on 
“nsnal  and  customary  lees”  in  the  basic  three-party 
agreement  between  the  Society,  ODMG  and  CMS, 
Inc.  (as  fiscal  intermediary);  that,  however,  ODMG 
was  willing  to  try  to  draw  np  such  an  agreement 
along  the  lines  sought  by  the  Society  and  to  meet 
with  eSMS  representatives  lor  this  jtnrpose.  It  was 
V'O  EED  to  notily  ODMG  that,  based  on  this 
declaration  ol  intent,  the  Society  woidd  sign  the 
supplemental  agreements  covering  outpatient  care 
and  care  ol  retired  military  personnel  and  their 
dependents  (new  coverage),  such  supplemental 
agreements  to  continue  in  ellect  until  March  31, 
19()7  the  date  on  which  the  extension  ol  the  present 
basic  agreement  terminates;  and,  Inrther,  that  the 
Gonncil  will  be  disposed  to  renew  ;dl  agreements 
with  ODMG,  effective  April  1,  19(i7,  provided  that 
(a)  provision  is  made  lor  paying  physicians  on  the 
basis  ol  “nsnal  and  customary  lees”,  without  reler- 
ence  in  the  agreements  to  any  fixed  schechde  ol 
payments;  that  (b)  the  GSMS  Relative  Value  Sche- 
clnle  is  used  by  ODMG  as  a gnicle  to  relating  the 
time-skill-knowledge  values  ol  all  covered  services; 
and  that  (c)  cjnestions  concerning  usual  and  cus- 
tomary lees  will  be  relerred  to  county  medical  as- 
sociation review  committees  lor  study  and  opinion. 

Definition  Of  Term  "Medically  Necessary" 

Re  Utilization  Of  Physicians'  Services 

.\s  official  definition  ol  the  term  “medically 
nece.ssary”  as  applied  to  the  utilization  ol  physi- 
cians’ services,  it  was  \'0  FED  to  adopt  the  lollow- 
ing: 

If  Is  Movkd:  That  the  Gonncil  ol  the  Gonnecti- 
ciit  State  Medical  Society  adopt  as  official  GSMS 


policy  the  lollowing  definition  ol  the  term  “inecli-, 
tally  necessary”  as  it  may  be  applied  to  the  utili-’ 
zation  ol  jjhysicians’  services: 

for  the  Physiciau:  Any  professionally  recognized 
medical  service  that  is  prescribed  and/or  rendered 
by  a licensed  physician,  which  is  in  reasonable  ac- 
cord with  the  customary  standards  ol  medical  prac- 
tice obtaining  in  his  ccjinminuty  area,  should  ordin- 
arily be  accepted  without  c|uestion  as  being  “medi- 
cally necessary”  by  the  patient  and/or  third  party 
payors.  When  the  medical  necessity  ol  such  a ser- 
vice is  (luestioned  by  the  patient  and/or  a third 
party  payor,  the  ejnestion  should  be  relerred 
j)romptly  lor  review  and  opinion  to  the  county 
medical  a.ssociation  ol  which  the  physician  is  a 
member. 

For  the  Patient-.  .\ny  professionally  recognized 
medical  service  that  is  prescribed  and/or  rendered 
in  good  laith  by  a licensed  ])hysician  at  the  retpiest 
ol  a patient  considling  him  should  ordinarily  be 
ac(e[Jted  without  (piestion  as  being  “medically 
necessary”  by  third  party  payors.  When  the  medical 
necessity  ol  the  i)atient’s  reejnest  is  ejnestioned  by 
a third  party  payor,  such  cpiestion  should  be  re- 
solved exclusively  by  the  patient  and  the  third 
party  payor, 
and  it  is  Inrther 

.Moved;  I'hat  the  (Council  notily  all  recognized 
third  party  payors  operating  in  Gonnectient  ol  this 
policy,  and  recjuest  their  cooperation  in  implement- 
ing its  purpose. 

N.li.:  The  foregoing  is  a summary  of  the  proceed- 
ings and  actions  of  the  Council  on  December 
21,  1966.  Detailed  minutes  of  the  meeting 
are  on  file  at  160  St.  Ronan  Street,  New 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 


PLACEMENT  WANTED 

()1>S-G\  N— Board  eligible,  31  years  old,  seeks  as- 
sociation leading  to  partnershijr.  AVill  complete 
military  obligations  February  28,  19fi7.  Had  4 year 
residency,  lidly  trained. 

R.XDlOl.OGIS'F  — Board  eligiltle,  Gonnectient 
license.  \\’onld  like  to  do  locum  tenens  lor  months 
ol  |annary  and  February. 

PLACEMENT  OPPORTUNITIES 

I*.S\’GF1 1, VFRFSl'— lull-time  lor  small,  but  ex- 
panding p.sychiatric  inpatient  service  in  general 
hos])ital.  Short-term  therapy  provided  on  open 
ward.  Also,  .Mental  Hygiene  Cilinic  and  Day  'Freat- 
ment  Genter  on  hosjntal  grounds  which  offer  con- 
tinuity ol  care.  4'here  will  be  opportunities  lor 
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controls 
infected 
inflammatory 
dermatoses 
that  start  from 
scratch 


fleo-Synalar 

fluocinoione  acetonide-neomycin  sulfate  cream) 

Cream 


The  “itch-scratch”  cycle  usually  associ- 
ated with  inflammation  often  results  in 
infected  dermatoses  because  broken 
skin  surfaces  are  particularly  vulnerable 
to  pathogenic  bacteria.'  To  treat  in- 
fected inflammatory  dermatoses,  Neo- 
Synalar  Cream  combines  the  most 
active  topical  corticosteroid  with  a 
highly  reliable  antibiotic  generally  re- 
served for  topical  application. 

In  Neo-Synalar,  fluocinoline  acetonide 
controls  the  inflammation  and  provides 
rapid  relief  from  associated  pruritus.  At 
the  same  time,  its  antibacterial  compo- 
nent—neomycin— combats  superficial 
infection  caused  by  many  gram-positive 
and  gram-negative  bacillF  that  often 
colonize  and  thrive  on  abraded  skin.' 

A specially  formulated  vanishing  cream 
base  that  is  greaseless  and  odor  free 
makes  Neo-Synalar  cosmetically  appeal- 
ing, and  encourages  greater  patient 
cooperation. 

controls  the  infection 
stops  the  scratch 

Contraindications:  Tuberculous,  fungal,  and 
most  viral  lesions  of  the  skin  (including  herpes 
simplex,  vaccinia,  and  varicella).  Not  for  ophthal- 
mic use.  Contraindicated  in  individuals  with  a 
history  of  hypersensitivity  to  any  of  its  com- 
ponents. Precautions;  Neomycin  rarely  produces 
allergic  reactions.  Prolonged  use  of  any  antibi- 
otic may  result  in  overgrowth  of  nonsusceptible 
organisms;  if  this  occurs,  appropriate  therapy 
should  be  instituted.  Where  severe  local  infection 
or  systemic  infection  exists,  the  use  of  systemic 
antibiotics  should  be  considered,  based  on  sus- 
ceptibility testing.  While  topical  steroids  have 
not  been  reported  to  have  an  adverse  effect  on 
pregnancy,  the  safety  of  their  use  on  pregnant 
females  has  not  absolutely  been  established. 
Therefore,  they  should  not  be  used  extensively 
on  pregnant  patients,  in  large  amounts,  or  for 
prolonged  periods  of  time.  Side  Effects:  Side 
effects  are  not  ordinarily  encountered  with  topi- 
cal corticosteroids.  As  with  all  drugs,  however,  a 
few  patients  may  react  unfavorably  to  Neo-Syna- 
lar under  certain  conditions.  Availability:  Neo- 
Synalar  Cream  (0.025%  fluocinoione  acetonide, 
neomycin  sulfate,  equivalent  to  0.35%  neomycin 
base),  5 and  15  Gm.  tubes. 

References:  1.  Pillsbury,  D,  M.,  Shelley.  W.  B., 
and  Kligman,  A.  M.:  A manual  of  cutaneous 
medicine,  Philadelphia,  Saunders,  1961,  p.  79. 
2.  Barber,  M.,  and  Garrod,  L.  R:  Antibiotic  and 
chemotherapy,  Baltimore,  Williams  and  Wilkins, 
1963, p.  111. 


(cacliing  paiainediral  j^ersonnel  and  iiiservice  ])ro- 
gianis.  Salary  dcpcndeiil  upon  (pialdicatiuns.  Ex- 
(clleiii  liiiige  l)endils.  Apply:  Chid  of  Staff,  VA 
Hospital,  Newington,  Connecticut  06111. 

PEDI.V  1 RICIAN— Large  nndti-specialty  group  is 
looking  lor  lonrth  man  for  the  De]t;irtment  of 
Pediatrics  in  a large  city  in  Connecticut. 

SENIOR  PI  lYSICI/VN— Physician  with  training 
in  internal  medicine  needed  as  ward  physician  in  a 
general  medical  ward  in  folly  accredited  State 
Veterans  general  medical  and  surgical  hospital.  Ex- 
cellent fringe  benefits,  including  fnrinshed  hcjiise  or 
apartment  and  maintenance,  when  available,  at  low 
cost.  Salary  range:  $1.H,010-.'J]7,()10.  Contact:  E.O. 
Bnetsch,  Personnel  Officer,  Veterans  Home  and 
Hosjiital,  Rocky  Hill,  Connecticut. 

HOUSE  PH^SICIAN— Diversified  dnlies  in  135- 
hed  accredited  voluntary  hospital.  Connecticut  lic- 
ense recpiired.  Monday  through  Eriday  and  every 
other  Saturday  morning.  Salary:  15,000  yearly  jilns 

3-room  liirnished  apartment.  Ciontact:  /Mlministra- 
tor,  Paik  City  Hospital,  Bridgeport,  Connecticut 
06()04.  I’elephone:  Area  Code  203:368-0201. 

RADIOLOCilST— 350-bed  general  hospital  needs 
third  radiologist  for  general  diagnostic  work.  Iso- 
topes, therapy  and  sjiecial  jnocednres  available,  if 
interested.  A new  9-room  department  is  being 
bnilt.  Starting  salary:  $25,000  with  yearly  incre- 
ments. Contact:  Howard  E.  Root,  fr.,  M.D.,  c/o 
Department  of  Radiology,  New  Britain  General 
Hospital,  New  Britain,  Connecticut  06050. 

ANYONE  INTERESTED  IN  I HE  ABOVE  IS 
ASKED  1 O CONTACT  EHE  GExNERAL  MAN- 
.\(,ER’S  OFFICE,  160  SI.  RONAN  SIREET, 
NEW  HAVEN,  CONNEC  EICUT  06511. 


1967  MEETINGS 

March  .30 — 183rd  Annual  Meeting  of  New 
Haven  County  Medical  Association  will  be 
held  at  \Vhiverly  Inn,  Cheshire,  Connecticut, 
at  3:30  p.m. 

April  12-13— Seminar  on  Hospital  Infections  in 
Connecticut  jointly  sponsored  by  Connecticut 
State  Medical  Society,  Connecticut  Hospital 
Association,  \ale  Medical  School,  Connecticut 
State  Department  of  Health  and  the  Com- 
municable Disease  Center  of  the  Public 
Health  Service  at  V4ille’s  Steak  House,  Hart- 
ford, Connecticut. 

April  25-27— 175th  Annual  Meeting  of  the  Con- 
necticut State  Medical  Society  to  be  held  at 
the  Hartford-Hilton  Hotel,  Hartford. 


DIARRHEA 
MUCOUS  COLITIS 
DIVERTICULITIS 
SPASTIC  URETERITIS 
BLADDER  SPASM 

are  relieved  with 


BRAND  THIPHENAMIL  HCl 


Minimum  dosage  400  mg.,  q.  j 
4 h.  until  relief  is  constant, 
adjust  maintenance  dosage. 

A thcrapcidic  blood  level  can- 
not be  obtained  with  small 
dosage.  Trocinate  is  metabol- 
ized and  eliminated  in  the 
urine  as  harmless  degradation 
products — a safety  factor.  Six- 
teen years  of  clinical  usage  with 
the  ab.sence  of  untoward  effects 
establishes  the  safety  of  Tro- 
cinate. The  autonomic  nervous 
system  is  not  involved  in  its 
prompt  action.  ' 

I 

I 

NOW  .-W.MI.ABLE  IN  2 STRENGTHS,  , 

100  mg.  and  400  mg.  ' 

I PINK  SUG.\R-CO.\TED  T.XBI.ETS  j 

I Li teralure  and  samples  available,  j 

W.\I.  P.  POVTURESS  & CO.,  INC.  I 
RICHMOND,  VIRGINIA  23217 

Manufacturers  of  ethical  pharmaceuticals  since  1856 
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ARTISTS,  ATTENTION 


The  Connecticut  Physicians  Art  Association  is  planning  the  1967  Art  Exhibit  in  conjunction 
with  the  Annual  Meeting  of  the  Connecticut  State  Medical  Society.  This  will  be  held  at  the 
Statler-Hilton  Hotel,  Hartford,  Connecticut  on  April  25,  26,  27,  1967. 

.All  previous  exhibitors  are  invited  to  show  their  works  at  this  meeting  and  new  exhibitors 
among  physicians  and  their  families  are  cordially  invited  to  join  the  group  of  art  hobbyists. 
Works  eligible  will  include  oil,  water  color,  tempora,  black  and  white,  etchings,  photography, 
pastels,  sculpture  and  ceramics.  Eligible  exhibitors  are  members  of  the  Connecticut  State  Medical 
Society,  their  wives  and  children.  Art  works  will  be  judged  in  four  categories:  1.  children  through 
16  years  (over  16  w’ill  be  judged  with  adults)  ; 2.  beginners  to  three  years;  i.  over  three  years;  4. 
professional. 

■A  hanging  fee  of  one  dollar  (.fl.OO)  will  be  charged  for  each  entry  and  hfty  cents  ($.50)  for 
children  under  16  w'ith  three  pictures  allowed  per  artist.  Pictures  should  be  framed  and  wired 
for  hanging.  The  exhibition  will  be  judged  by  professional  artists. 

Entry  blanks  will  be  mailed  to  former  exhibitors  and  may  be  obtained  by  writing  to  the 
below  address.  A special  effort  will  be  made  to  recognize  merit  in  each  group  so  it  is  important 
to  hll  in  the  entry  blank  completely,  stating  the  number  of  years  you  have  been  enjoying  this 
hobby.  Professional  artists  are  welcome  and  will  be  judged  in  the  professional  class. 

Art  works  must  be  submitted  to  a representative  of  the  Art  Association  in  the  lobby  of  the 
Statler-Hilton  Hotel  on  Sunday,  April  23rd  betw'een  the  hours  of  12  and  3 P.M.  Parking  tem- 
porarily near  the  side  entrance  is  possible  for  the  few  minutes  involved  in  dropping  oft  these 
art  works.  Please  forward  entry  blanks  and  checks  to  the  address  below  prior  to  April  15th.  Make 
checks  payable  to  Connecticut  Physicians  Art  Association. 


If  further  information  is  needed,  the  following  persons  may  be  contacted  for  information: 

Stewart  J.  Petrie,  M.D.,  President,  56  Alinerva  St.,  Derby,  Conn. 

Mrs.  Orvan  Hess,  Vice  President,  29  Old  Orchard  Rd.,  North  Haven 
Edward  Williams,  M.D.,  269  Church  St.,  Naugatuck 
Charles  O’Neil,  M.D.,  18  Asylum  Street,  Hartford 
Herman  Austrian,  M.D.,  935  White  Plains  Rd.,  Trumbull 


Other  auxiliary  members  that  may  be  contacted  if  further  information  is  needed  include: 


Hartford  County: 

Middlesex  County: 
Windham  County: 

New  Haven  County: 

New  London  County: 


Mrs.  Ernest  Rosenthal,  17  Pine  Street,  West  Hartford 
Mrs.  Merrill  Rubenow,  68  Butternut  Road,  Manchester 
Mrs.  David  Waskowicz,  35  Whitemen  Road,  New  Britain 

Mrs.  Clarence  Harwood,  1350  Old  Mill  Road,  Middletown 

Mrs.  Ralph  Gilman,  Willow  Brook  Road,  Storrs 

Mrs.  William  S.  Maurer,  Babcock  Hill  Rd.,  South  Windham 

Mrs.  Mark  Hayes,  163  Ridgewood  Avenue,  North  Haven 
John  Hoffer,  M.D.  153  Main  Street,  Ansonia 

Mrs.  Albert  Gosselin,  R.E.D.  #4,  Norwich 

Mrs.  Roland  A Mariani,  99  Ocean  Avenue,  New  London 


Since  a good  Art  Show  will  add  much  to  the  success  of  this  annual  meeting,  participation  and 
cooperation  of  all  art  hobbyists  is  solicited. 

Stewart  J.  Petrie,  M.D.,  President 
Connecticut  Physicians  Art  Association 
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He  leaves  to  make 
an  urgent  call 
But  doesn’t  use 

the  phone  at  all 

Parepectolin  for  quick  relief  of  acute  diarrhea 
...soothes  colicky  pain  with  paregoric 
...consolidates  fluid  stools  with  pectin 
...adsorbs  irritants  with  kaolin,  and  protects 
intestinal  mucosa 


Whether  it  s a 24-hour  “bug”,  a food  problem, 
or  simply  nervousness  and  anxiety,  Parepectolin 
will  bring  the  diarrhea  under  control  until  etiol- 
ogy can  be  determined.  In  some  cases,  Parepec- 
tolin may  be  all  the  therapy  necessary. 


Parepectolin 


Each  fluid  ounce  of  creamy  white  suspension  contains: 

Paregoric  (equivalent) (1.0  dram)  3.7  ml. 

Contains  opium  (14  grain)  15  mg.  per  fluid 
ounce. 

WiXTHiiyxg  I ynxiy  be  habit  foTTnivy 

grains)  162  mg. 

Kaolin  (specially  purified) ....  (85  grains)  5.5  Gm. 
(alcohol  0.69%) 

Usual  Adult  Dose:  One  or  two  tablespoonfuls  three 
times  daily. 


RORER 


WILLIAM  H.  RORER,  INC. 

Fort  Washington,  Pa. 


FREO,  BY  SAUNDERS  SCHULTZ 


FREE  YOUR  PATIENTS  from 
/ deficient  neutralization 
/ poor  taste 
/ burdensome  cost 

with  DICARBOSir  antacid 


■ effective  neutralizing  power -Two  tablets  in  vitroh 
provide  nearly  2 hours’  relief  within  effective  pH 
range  3 to  5.5. 

■ pleasant  taste— A fresh  mint  flavor  patients  con- 
tinue to  enjoy,  because  with  Dicarbosil’s  unique* 
formulation,  chalky  aftertaste  is  no  longer  a problem. 

■ exceptional  economy-^JDue  to  its  high  neutraliza- 
tion capacity  combined  with  low  cost  (1^  or  less 
per  tablet),  Dicarbosil  is  within  the  reach  of  all 
patients. 

1.  Schleif.  R.H.:  J.A.PH.A..  46:179,1957  *U.S.  Pat.  No.  3,062,714 

Active  Ingredients;  Calcium  Carbonate  Precipitated  0.489 
Gm.,  Magnesium  Carbonate  0.011  Gm.,  Magnesium  TVi- 
silicate  0.006  Gm. 


Write  for  Professional  Samples 

ARCH  LABORATORIES 

A Division  of  Lewis-Howe  Company 

319  South  4th  Street  • St.  Louis,  Missouri  63102 
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Around  The  State 


Connecticut  Nutrition  Council 

The  Connecticut  Nutrition  Council,  in  conjunc- 
tion with  the  Advisory  Nutrition  Committees  to  the 
Public  Health  Committee  or  the  Connecticut  State 
Medical  Society  and  the  Connecticut  State  Dental 
Association  held  a meeting  at  the  LaScala  Restau- 
rant, Berlin  Turnpike,  on  January  18,  1967  at  6:30 
P.M. 

The  guest  speakers  were  Dr.  John  W.  Patterson, 
Dean  o£  the  School  ol  Medicine  and  Dr.  Lewis  Fox, 
Dean  of  the  School  of  Dental  Medicine,  University 
of  Connecticut.  They  spoke  on  the  development  of 
the  two  new  schools. 

Dr.  Patterson  has  an  unusually  broad  background 
of  experience  and  accomplishment  in  research, 
teaching  and  administration.  A granduate  of  Ohio 
Wesleyan  University  in  1939,  Dr.  Patterson  re- 
ceived a Master’s  degree  in  1941  and  a Ph.D.  in 
organic  chemistry  in  1942  from  Ohio  State  Uni- 
versity. He  entered  Westenr  Reserve  LTniversity 
School  of  Medicine  and  obtained  his  M.D.  degree  in 
1949.  Following  graduation  he  remained  at  Western 
Reserve  as  Assistant  Professor  and  then  as  Associate 
Professor  of  Anatomy.  Active  in  the  various  plan- 
ning groups,  he  became  the  hrst  Coordinator  of  the 
new  basic  science  program  and  subsequently  the 
first  Associate  Dean  of  Medical  Education,  respon- 
sible for  the  entire  undergraduate  medical  cur- 
riculum. 

In  1956  Dr.  Patterson  left  Cleveland  to  become 
Professor  of  Anatomy  and  Dean  of  the  new  School 
of  Medicine  at  the  University  of  British  Columbia, 
where  he  remained  for  two  years.  From  1958 
through  1963  he  served  as  Dean  of  Medicine,  Direc- 
tor of  Medical  Affairs,  Vice-Chancellor  for  Medical 
Affairs,  and  Professor  of  Physiology  at  Vanderbilt 
University.  In  1963  Dr.  Lyman  Stowe,  then  Dean 
of  The  University  of  Connecticut  School  of  Medi- 
cine, prevailed  upon  him  to  join  the  planning 
group  at  The  University  of  Connecticut  as  Pro- 
fessor of  Physiology.  Following  Dr.  Stowe’s  untime- 
ly death.  Dr.  Patterson  was  appointed  Acting  Dean 
and  later  to  his  present  position  as  Dean  of  the 
School  of  Medicine. 

Dr.  Lewis  Fox,  Dean  of  the  School  of  Dental 
Medicine,  as  a member  of  the  planning  staff,  has 
had  the  longest  association  with  the  developing 
Health  Center.  He  was  also  a member  of  the  Site 
Selection  Commission  which  chose  the  Farmington 
location  for  the  Health  Center. 


Dr.  Fox  graduated  from  the  University  of  Mary- 
land School  of  Dentistry  in  1927.  While  in  private 
practice  in  South  Norwalk,  Connecticut,  he  became 
nationally  recognized  for  his  pioneeriirg  work  in  the 
field  of  periodontics.  He  has  co-authored  several 
text  books  on  periodontics  and  periodontal  therapy 
and  is  widely  known  as  a lecturer  and  teacher. 

At  the  lime  of  his  appointment  as  Dean  of  the 
School  of  Dental  Medicine,  Dr.  Fox  was  Professor 
of  Periodontology  at  the  Boston  University  School 
of  Medicine,  Associate  Professor  of  Periodontology 
in  the  Graduate  School  of  Medicine  of  the  Uni- 
versity of  Pennsylvania,  and  Associate  Clinical  Pro- 
fessor of  Dentistry  in  the  School  of  Dental  and  Oral 
Surgery  of  Columbia  University.  He  is  a Diploma te 
of  the  American  Board  of  Periodontology  and  a 
member  of  the  American  College  of  Dentists.  For 
the  past  three  years  he  has  served  on  the  National 
Advisory  Dental  Research  Council,  the  body  which 
acts  on  dental  research  grant  applications  and  de- 
termines program  policy  for  the  Dental  Research 
Institute  of  the  National  Institutes  of  Health,  U.S. 
Public  Health  Service. 

In  addition  to  a number  of  other  honors,  Dr.  Fox 
recently  received  the  Fones  Award  of  the  Connec- 
ticut State  Dental  Association  and  the  Waterbury 
Dental  Society  award  for  outstanding  contributions 
to  dentistry. 


You— The  Red  Cross— And  Servicemen 

Your  services  as  a physician  or  medical  authority 
may  be  called  iqron  frequently  by  the  American 
Red  Cross  in  connection  with  its  Congressional 
responsibility  to  provide  voluntary  relief  and  ser- 
vice programs  to  members  of  our  armed  forces  and 
their  families. 

The  execution  of  these  services  is  the  joint  effort 
of  3600  local  chapters  linked  through  a rapid  com- 
munications network  with  Red  Cross  Field  Direc- 
tors serving  military  personnel  around  the  world 

When  servicemen  and  women  are  separated  from 
their  families,  problems  often  accompany  the  sepa- 
ration and  military  authorities,  as  well  as  families 
at  home,  rely  on  the  Red  Cross  to  obtain  and  trans- 
mit verified  information  when  certain  decisions 
must  be  made. 

Your  assistance  in  providing  vital  professional 
information  may  come  about  in  any  of  the  follow- 
ing situations: 
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Yon  ean^  set  her  free. 
But  yon  can  help  her 
feel  less  anxious. 

You  know  this  woman. 

She’s  anxious,  tense,  irritable.  She’s  felt  this  way  for  months. 

Beset  by  the  seemingly  insurmountable  problems  of  raising  a young  family,  and  con- 
fined to  the  home  most  of  the  time,  her  symptoms  reflect  a sense  of  inadequacy  and 
isolation.  Your  reassurance  and  guidance  may  have  helped  some,  but  not  enough. 

Serax  (oxazepam)  cannot  change  her  environment,  of  course.  But  it  can  help 
relieve  anxiety,  tension,  agitation  and  irritability,  thus  strengthening  her  ability  to 
cope  with  day-to-day  problems.  Eventually— as  she  regains  confidence  and  com- 
posure—your  counsel  may  be  all  the  support  she  needs. 

Indicated  in  anxiety,  tension,  agitation,  irritability,  and  anxiety  associated 
with  depression. 

May  be  used  in  a broad  range  of  patients,  generally  with  considerable 
dosage  flexibility. 


Contraindications:  History  of  previous  hypersensitivity  to  oxazepam.  Oxazepam  is  not  indi- 
cated in  psychoses. 

Precautions:  Hypotensive  reactions  are  rare,  but  use  with  caution  where  complications  could 
ensue  from  a fall  in  blood  pressure,  especially  in  the  elderly.  One  patient  exhibiting  drug  de- 
pendency by  taking  a chronic  overdose  developed  upon  cessation  questionable  withdrawal 
symptoms.  Carefully  supervise  dose  and  amounts  prescribed,  especially  for  patients  prone 
to  overdose;  excessive  prolonged  use  in  susceptible  patients  (alcoholics,  ex-addicts,  etc.)  may 
result  in  dependence  or  habituation.  Reduce  dosage  gradually  after  prolonged  excessive 
dosage  to  avoid  possible  epileptiform  seizures.  Caution  patients  against  driving  or  operating 
machinery  until  absence  of  drowsiness  or  dizziness  is  ascertained.  Warn  patients  of  possible 
reduction  in  alcohol  tolerance.  Safety  for  use  in  pregnancy  has  not  been  established. 

Not  indicated  in  children  under  6 years;  absolute  dosage  for  6 to  12  year-olds  not  established. 

Side  Effects:  Therapy-interrupting  side  effects  are  rare.  Transient  mild  drowsiness  is  common 
initially;  if  persistent,  reduce  dosage.  Dizziness,  vertigo  and  headache  have  also  occurred 
infrequently;  syncope,  rarely.  Mild  paradoxical  reactions  (excitement,  stimulation  of  affect)  are 
reported  in  psychiatric  patients.  Minor  diffuse  rashes  (morbilliform,  urticarial  and  maculopapu- 
lar)  are  rare.  Nausea,  lethargy,  edema,  slurred  speech,  tremor  and  altered  libido  are  rare 
and  generally  controllable  by  dosage  reduction.  Although  rare,  leukopenia  and  hepatic  dys- 
function including  jaundice  have  been  reported  during  therapy.  Periodic  blood  counts  and 
liver  function  tests  are  advised.  Ataxia,  reported  rarely,  does  not  appear  related  to  dose  or  age. 

These  side  reactions,  noted  with  related  compounds,  are  not  yet  reported:  paradoxical  excita- 
tion with  severe  rage  reactions,  hallucinations,  menstrual  irregularities,  change  in  EEG  pattern, 
blood  dyscrasias  (including  agranulocytosis),  blurred  vision,  diplopia,  incontinence,  stupor, 
disorientation,  fever,  euphoria  and  dysmetria. 

Availability:  Capsules  of  10,  15  and  30  mg.  oxazepam. 


To  help  you  relieve  anxiety  and  tension 


Sew 

(oxazepam) 


Wyeth  Laboratories 


Philadelphia,  Pa. 


1.  ^'ou  may  l)c  contacted  by  Red  Cross  ])ersonnel 
to  verily  the  need  lor  military  atithorities  to  grant 
emergency  leave  for  a serviceman  because  of  serions 
illness  in  his  latnily.  In  some  cases,  yon  may  even 
want  to  initiate  sttch  a reqtiest  yourself  on  behalf 
of  a patient. 

2.  A metnbei  of  the  armed  forces,  his  family,  or 
the  Red  Ciross,  may  also  recpiest  a written  statetnent 
Irom  yoti,  supporting  a serviceman’s  application  for 
tratisler  oi  even  discharge  from  duty,  cine  to  the 
seiiotis  illness  of  a family  member. 

2a.  If  yoti  believe  the  request  to  he  valid,  a re- 
port on  your  letterhead  shoidcl  include  the  natme, 
onset  and  dnration  of  your  patient’s  illness,  the  na- 
ttne  ol  care  recjuired,  the  degree  of  temporary  or 
])ertnaneni  disability,  any  possible  ftitnre  develop- 
ments and  professiotial  recommendations. 

.All  medical  statements  prepared  for  the  military 
should  include  an  exact  diagnosis,  prognosis  and 
the  anticipated  life  expectancy  of  the  patient. 

'I'he  information  given  to  Red  (boss  and  military 
aulhoi  ities  is  conlidential  il  yon  recjnest  that  it  not 
be  shared  with  the  serviceman  concerned. 

Priority  for  rapid  transjtortation  of  a serviceman 
oveiseas  retinning  to  this  cotintry  will  be  inlluenced 
by  the  nature  of  your  report. 

rite  Red  Cross  will  also  notify  a serviceman, 
eilhei  overseas  or  on  board  ships  at  sea,  abotit  the 
birth  of  his  child.  Such  messages  should  incltide 
the  sex,  weight  and  time  of  birth  as  well  as  the 
physical  condition  of  both  mother  atid  child. 

d’he  Red  Ciross  will  also,  either  at  the  recjnest  of 
a jjhysician  or  the  family,  notify  a serviceman  about 
the  death  of  next  of  kin.  Information  desired  is  the 
cause  and  time  of  death. 

Professional  medical  information  relayed  throtigh 
the  Red  C ross  communications  system  can  be  of 
great  value  to  members  of  the  armed  forces  in  a.s- 
stiring  them  of  the  0|jportunity  to  deal  with  family 
situations  as  they  would  want  to  if  they  were  at 
home. 


From  Yale  University  School 
Of  Medicine 

rite  United  States  Public  Health  Service  has 
awarded  a grant  of  |239, ()()()  to  the  A'ale  School  of 
Medicine  to  study  the  design  and  organi/atioti  of  a 
community  health  program  with  jcrepaid  .services 
jjrovided  through  groujj  jjractice. 

I he  sttidy,  which  is  being  conchtcted  by  Profe.ssor 
Isidore  Sydney  Falk,  will  also  consider  the  feasibil- 
ity ol  establishing  sttch  a jjrogram  in  conjimction 
with  a teaching  medical  center. 


Annotincement  of  the  study  was  made  by  Dr. 
\A'rnon  W.  Lijjjrard,  Dean  of  the  tnedical  school. 

Mr.  kalk,  who  is  Professor  of  Public  Health  for 
Medical  Care  in  Yale’s  Dejiartment  of  Ej^idemiology 
and  Public  Health,  is  a recognized  authority  in  the 
field  ol  medical  care  jrlanning.  He  was  among  the 
authors  ol  the  original  Social  Security  jtrogram  in 
I9.'k5  and  served  for  many  years  in  \Vashington  in 
the  develojjinent  of  the  social  security  system  and 
national  health  legislation. 

rite  jtre.sent  study  directed  by  Professor  Falk  will 
extend  over  a period  of  two  to  three  years.  It  vis- 
ualizes the  jjossibility  cjl  establishing  a health  center 
through  which  a limited  grotij>  of  families  wotdcl 
have  the  jjrivilege  of  obtaining  coinjirehensive 
health  care  on  a voluntary  basis,  including  pre- 
ventive health  services  and  medical  care  for  the 
sick  in  the  health  center,  hosjhtal,  at  home,  or  else- 
where. Financing  would  be  arranged  through  jjre- 
|)ayment. 

It  is  exj)ected  that  the  jn'ogram,  including  the 
health  center,  wotdcl  be  ojreratecl  by  a community 
non-jn-ofit  corjjoration,  and  would  be  staffed  by  a 
medical  care  team  orgatiized  to  furnish  comjtre- 
hensive  care,  incltiding  family  physicians  and 
sjjecialists,  nurses,  .social  workers,  and  technicians. 
Patients  would  be  hosj)italizecl  at  local  hospitals. 

The  study  is  exploring  three  jjcxssible  develojj- 
ments  regarded  as  very  imjtortant  by  the  U.S.  Pub- 
lic Health  .Service:  first,  how  a community  health 
|)lan  can  have  the  greatest  benefit  from  the  sjjecial 
medical  skills  available  in  a large  medical  center; 
second,  how  the  jjiovision  of  the  health  services  can 
be  made  most  effective  withotit  sacrifice  of  quality; 
and  third,  how  the  health  center  can  be  made  avail- 
able lor  the  training  of  young  doctors  to  participate 
iti  comprehensive  care  furnished  in  a group  j^rac- 
tice  setting. 

If  the  local  labor  unions  should  establish  such  a 
|)rogram,  considting  services  of  the  Yale  medical 
lacnlty  wotdcl  be  available  at  the  request  of  the 
health  center  stall,  just  as  they  are  available  to  other 
leferring  jjhysicians  throughotit  Connecticut,  Dean 
I.ijjjjard  jjointed  out.  He  etnjrhasizeci,  however,  that 
tieither  the  A’ale  School  of  Meclicitie  nor  the  A'ale- 
New  Haven  Hospital  would  assume  direct  resj3onsi- 
bility  for  the  jjrctgram.  “Our  j^rimary  concern  is 
that  if  sttch  a program  is  established  in  New  Haven, 
it  shotdcl  be  of  the  highest  quality,”  he  said. 

Working  on  the  study  with  Professor  Falk  are 
Dr.  Gordon  K.  MacLeod,  Assistant  Clinical  Pro- 
fessor of  Medicine  at  A’ale;  Marvin  M.  Leeds,  asso- 
ciate in  health  center  administration,  and  a num- 
ber of  consultants. 
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CLASSIFIED  ADVERTISING 

$9.00  for  25  words  or  less; 

$13.00  for  50  words;  20^  for  each  additional  word. 

50^  extra  if  keyed  through  CONNECTICUT  MEDICINE 

PAYABLE  IN  ADVANCE 

Closing  Date  for  copy:  10th  of  month  PRECEDING 
date  of  issue. 


T)ERLV  PSYCHLA  I RIST.  preparing  to  retire,  has  atlrac- 
,e  office  space  available.  Excellent  location  on  East  side  of 
-idgeport.  Call  Bridgeport  334-2755  or  write  D.P.G.,  c/o 
jnnecticut  Medicine. 


'INDSOR  LOCKS-POR  RENT  New  Offices  available  in 
tractixe  professional  buikling  pveseuih  occupied  l>y  a 
hysician  and  an  attorney.  Desperate  need  for  pediatricians 
:ul/or  general  practitioners  in  Town  of  15,000  presently 
ith  only  one  general  practitioner.  Ollices  built  speciiically 
ith  physicians  in  mind,  .\decptate  parking.  Immediate  oc- 
apancy.  Inquire  of  Ronald  F.  Storms,  Esq.,  18  Sutlield 
treet,  Windsor  Locks,  Connecticut,  Tel.  623-2615. 


FOR  RENT-FAIRFIELD,  CONNECTICUT  Medical  Offices, 
in  a one  story  brick  building,  center  of  town,  completely 
equipped,  air-conditioned,  ample  parking.  Write  A. A.,  c/o 
Connecticut  Medicine,  160  St.  Ronan  Street,  Nexv  Haven, 
Connecticut,  06511. 


CHANGES  OF  ADDRESS 

Notice  of  change  of  adcfress  shoulct  be  sent 
not  less  than  three  weeks  prior  to  the  date  the 
change  becomes  effective.  Please  send  the  address 
label  from  one  of  the  issues  you’ve  just  received, 
which  shows  code  numbers  to  help  us  make  the 
change  promptly,  along  with  the  new  address 
and  your  zip  code. 

CONNECTICUT  MEDICINE 

160  St.  Ronan  Street 
New  Haven,  Connecticut,  06511 


' I WluK  JfM*  jp^ieioule 

DEHTOCAIN  LOTION,  MILD 


FORMULA—  Alcohol • 70% 

^ Benzocaine  10% 

A Chloroform,  4 mins,  per  fluidounce. 

jtJnA  • • • 

KBEHTOCAIN  LOTION  MILD  makes  it  easier  to  go  through 
Ort  troublesome  teething  period.  A small  ainount.  apphed  with 
. massage,  brings  quick,  soothing  relief  to  irritated  and 

kdldmed  gum  tissue,  aids  in  getting  infant  back  to  sleep. 

Mte  Moilten, , . . 

Ry  ^viding  more  comfort  and  extra  sleep  for  the  baby,  DENTO- 
45AIH,  LOTION  MILD  grants  the  mother  greater  peace  of 
'' nrtitd,and  several  additional  hours  of  necessary  rest. 

ADULT  is  also  useful  in  providing  temporary  relief 
for  pain  of  adult  toothache. 


Dentocain  Co:,  Bloomfield,  Conn.,U.S.A. 
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OBITUARIES 


William  B.  Smith,  M.D. 

1893-  1966 

Dr.  \\  illiam  II.  Smith  of  W^etheisfielcl,  former 
Surgeon  General  of  the  State  of  Connecticut,  died 
at  the  Hartford  Hospital  on  October  15th,  19(i(), 
after  a long  illness.  He  was  73  years  of  age. 


born  in  Phillipsbnrg,  N.J.,  he  was  a graduate  of 
Bethlehem  Preparatory  School,  Lehigh  University, 
University  of  Pennsylvania  School  of  Medicine,  and 
the  United  States  Army  School  of  Aviation  Medi- 
cine. In  1929  and  1947  he  cotitinned  post  graduate 
studies  in  Nose  and  Throat  Surgery  and  Deima- 
tology  at  the  University  of  Pennsylvania  Graduate 
School  of  Medicine. 

Dr.  Smith  served  in  both  Whnld  Whir  I and 
World  VV^ar  II.  In  W'orld  War  I,  he  served  with 
base  Hospital  No.  10,  Univeisity  of  Pennsylvania 
Hospital  Unit  attached  to  the  British  Army  in  Bel- 
gium. While  in  the  service  he  won  the  .\rmy  Ciom- 
metidation  Mechd  and  the  Anny  Commendation 
Ril)bon. 

A military  man  for  some  30  vears.  Dr.  Smith  was 
promoted  to  Brigadier  General  upon  his  retirement 
from  the  Connecticut  National  Cinard  in  1953.  He 
was  former  Commanding  Officer  of  the  118th  Medi- 
cal Detachment,  (fonnecticut  National  Guard;  was 
Medical  Officer  for  the  State  Staff  of  the  Connecti- 
cut National  Guaicl  and  was  flight  Surgeon  for  the 
13rd  Division,  Aviation.  Dr.  Smith  devised  a medi- 
cal survey  system  whicli  was  ado])ted  all  ovet  the 
nation. 

His  civiliati  medical  positions  iticluded.  Chief 
Medical  Officer  of  the  Connecticut  State  Prison, 
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cotirtesy  staff  of  the  Hartford  PIos|)ital  and  consult- 
ant at  Rocky  Hill  VAterans  Hospital. 

Other  positions  he  held  were.  Secretary  and  Trea- 
surer of  the  Aero-Medical  Division,  a national  or- 
gani/ation  of  medical  men  interested  in  flight  medi- 
cine; and  Assistant  Medical  Director  of  Clonnecticut 
Mutual  I.ife  Insurance  Co.,  and  Connecticut  Gen- 
eral I.ife  Insurance  Company. 

He  was  a memher  of  the  .American  College  of 
Pieventive  Aleclicine;  The  Hartford,  County  and 
State  Medical  Societies;  Bonrne-Keeney  Post-23, 
.American  Legion;  Hospitality  Lodge  128  .AF  & AM; 

T he  AVcthersfielcl  Cove  52icht  Club;  the  Charter 
Oak  Council  of  Boy  Scouts  and  the  First  Church  of 
Christ  Congregational,  Wethersfield.  He  was  also 
a founder  of  the  Sea  Scout  Ship  No.  fi(i  of  Wethers- 
field, and  was  an  Honorary  Member  of  the  1st  Com- 
j)any,  (fovernor’s  Foot  Chiard. 

Dr.  Smith  was  a man  of  jjiotcan  interests  and  ac- 
tivities. He  was  a soutce  of  insjhration  and  guid- 
ance and  materially  assisted  many  young  physicians 
in  their  salad  days.  Dr.  Smith  served  God,  his 
country  and  his  jjractice  well.  He  was  a beloved, 
conscientious  physician,  who  will  be  sorely  missed 
l)y  his  host  of  friends,  his  multitude  of  gratefid 
patients  and  by  his  family. 

I 

John  T\  VVTnters,  M.D. 

J.  Harold  Root,  M.D. 
1893-1966 

Dr.  James  Harold  Root  died  suddenly  on  Decem- 
ber, 3,  19()(),  at  home  ol  coronary  occlusion,  at  the  ! 
age  of  73. 


CoNNEcrricrr  Mi:t)tc:iNE,  Fei5Ru.\rv,  1967 


Dr.  Root  was  born  April  1,  1893,  son  of  the  late 
Samuel  and  Mary  Elizabeth  (Stone)  Root. 

He  graduated  from  Taft  School  1911.  Sheffield 
Scientific  School,  \ale  1914,  Harvard  Aledical 
School  1918.  He  completed  his  formal  training  at 
Boston  City  Hospital  and  at  the  Harriet  Lane 
Home.  He  served  with  the  U.  S.  Army  Medical 
Corps  in  World  War  I. 

In  1920  Dr.  Root  returned  to  Waterbury  where 
he  enjoyed  a large  practice  in  pediatrics  until  his 
death.  He  was  a member  of  the  Waterbury  Hos- 
pital Staff  for  46  years  and  served  as  President  for 
the  Staff  1934  to  1935,  as  Chief  of  Pediatrics  from 
1948  to  1953,  as  Chief  of  Staff  from  1953  to  1954. 
He  was  associated  with  the  Waterbury  V.N.A.  for 
22  years.  He  played  the  most  important  part  in 
establishing  Well  Baby  Stations  in  Waterbury.  In 
1938  he  was  President  of  the  Waterbury  Medical 
Society  and  was  Treasurer  thereof  from  1942  to 
1948.  He  was  President  of  the  New  Haven  County 
Medical  Society  in  1940. 

Dr.  Root  was  a charter  member  of  the  Hezekiah 
Beardsley  Pediatric  Club  and  served  as  president 
in  1937-38. 

Dr.  Root  served  the  Connecticut  State  Medical 
Society  as  a member  of  the  House  of  Delegates, 
member  of  the  Committee  on  Public  Health  since 
1936  and  its  Sub  Committee  on  School  Health  since 
1952.  He  organized  and  chaired  the  Committee  on 
Nutrition  in  1958.  The  Connecticut  Advisory  Com- 
mittee on  School  Health  owes  its  inception  to  Di. 
Root.  Since  1936  he  was  a member  of  the  State 
Advisory  Committee  on  Maternal  and  Child  Health 
Services.  He  also  served  on  the  Advisory  Commit- 
tee to  the  State  Commissioners  of  Welfare,  Finance 
and  Control.  He  represented  the  Connecticut  State 
Medical  Society  on  the  State  Planning  Group  for 
the  Mid-Century  White  House  Conference  on 
Children  and  Youth  in  planning  for  the  White 
House  Conference  of  1960. 

I Dr.  Root  assisted  in  writing  the  original  “School 
i Health  Policies”  in  1939.  He  was  a Fellow  of  the 
j American  Academy  of  Pediatrics  and  was  Chair- 
1 man  of  the  Connecticut  Chapter  of  the  Academy 
I from  1943  to  1948  during  which  time  he  supervised 
j the  Academy  Study  of  Child  Health  Services  in 
I Connecticut. 

I 

I Dr.  Root  participated  unstintingly  in  the  Pedi- 
j attic  aspect  of  his  community  and  State  and  leaves 
j an  enveiable  record  of  accomplishment  in  his  field. 
I His  good  judgement,  willingness  to  work,  quiet 
I efficiency  as  well  as  his  unfailing  good  humor  filled 


his  life  with  good  deeds  and  endeared  him  to  all 
who  knew  him. 

Joseph  L.  Hetzel,  M.D. 


In  Memoriam 


Giuffirda,  Francis  — Meriden,  Tufts  Medical 
School,  1937.  Dr.  Giuffirda  was  a general  practi- 
tioner and  surgeon  in  Meriden  in  20  years.  During 
World  War  II  he  served  in  the  Navy  as  a Captain 
and  received  the  Bronze  Star  Award  for  his  service. 
Dr.  Giuffirda  was  a member  of  the  Meriden-Wal- 
lingford  Medical  Society,  the  New  Haven  County 
Medical  Association,  the  Connecticut  State  Medical 
Society,  and  the  American  Medical  Association.  He 
was  a diplomate  of  the  American  Board  of  Surgery 
and  a fellow  of  the  American  College  of  Surgeons. 
Fox  six  years,  he  was  director  of  surgery  at  the  Meri- 
den Hospital  and  attending  surgeon  at  the  Bradley 
Memorial  Hospital  and  at  the  World  War  II  Veter- 
ans Memorial  Hospital.  He  was  a member  of  many 
civic  associations,  including  the  United  Fund  and 
the  Red  Cross.  Dr.  Giuffirda  died  December  17,  at 
the  age  of  56. 

Miller,  Robert  M.— New  Milford,  Columbia  Col- 
lege of  Physicians  and  Surgeons,  1926.  Dr.  Miller 
was  former  chief  of  staff  at  the  New  Milford  Hos- 
pital and  had  practiced  in  New  Milford  for  16 
years.  He  was  a member  of  the  Waramaug  Medical 
Society,  the  Litchfield  County  Medical  Association, 
the  Connecticut  State  Aledical  Society,  and  the 
American  Medical  Association.  Dr.  Miller  died 
December  28,  at  the  age  of  68. 


Doctor^s  Office 


Frank  J.  Riccio,  M.D.  announces  the  association 
of  Vincent  J.  Scavo,  M.D.,  for  the  practice  ol 
otolaryngology  and  maxillofacial  surgery  at  823 
Fast  Main  Street,  Bridgeport. 

Walter  T.  Shanley,  M.D.  announces  the  opening 
of  an  office  for  the  practice  of  orthopedic  surgery 
at  2()60  Alain  Street,  Bridgeport. 

James  K.  Yue,  AI.D.  announces  the  opening  ol 
an  office  lor  the  practice  of  internal  medicine  at  725 
South  Alain  Street,  Aliddletown. 
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NEW  BOOKS  IN  REVIEW 


THk  (.ELL:  An  Allas  of  Fine  Sirnvinrc;  Its  Orfianelles 
anil  Inclusions,  lion  B".  Fawcett,  M.D.  44H  luifies.  240 
finiires,  ff  in.  It.  Saunders  i'.oni pany.  PItiladelithia 
and  London  I960. 

Rcvicufd  by:  LOUIS  II.  N.MILM 
riic  ck'Clioii  rninosn)|K‘  and  ils  aiicillary  iiiclliods  have 
now  opened  np  llie  cell  for  \isnal  ex|)Ioialion  and  have 
exlinded  oiii  knowledge  of  the  sliiHlnral  organi/alion  of 
protoplasm  down  to  the  le\el  of  macromolecnies.  ,\s  a result 
there  has  grown  a lonvergence  of  the  sciences  of  cytology, 
hiologicil  chemistry  and  cell  physiology. 

In  this  hook  is  :i  collection  of  elet  lion-miciographs  ilhis- 
liitting  in  a heantilnl  ;ind  instiinlive  manner  the  biological 
nltra-sl  1 nctnre  of  the  cell.  I he  \ohmie  ailnally  contains  the 
oiiginal  elcctron-microgiaphs  used  in  the  course  on  geneial 
histology  and  cytology  at  Uar\aid  Medical  .School.  It  is  an 
excellent  lahoialory  maiuial  that  can  he  used  in  coiir.ses  in 
all  biology  in  college  and  in  histology  and  cytology  in 
Medical  schools.  It  does  show  a reti.sonahiv  well  integiated 
inctnre  of  the  form,  topographical  lelations  and  functional 
significance  of  the  ])rinci|)al  line  struct nral  com])onents  of 
the  cell,  the  organelles,  cell  inclusions,  and  cell  surface. 

I he  organelles  shown  aic  the  nndens,  centriole,  tnito- 
(hondiia,  Golgi  complex,  endoplasmic  reticnlnm.  lihosotnes, 
ly.so.some.s,  microhodies,  microtnhnies  and  filaments  in  the 
mn.scle  cell. 

I he  cell  snrfitce  is  presented  by  an  e.xtraordinary  col- 
lection of  pictures:  I'he  cell  memhiane,  external  coals, 

spedali/ations  of  the  surface  for  cell  to  cell  attachments, 
mvelin  .sheaths  of  nerves,  tran.sient  dilferentiation  associated 
with  surface  actirily,  |)sendopodia  in  phagocytosis,  sinface 
folds  in  pinocytosi.s,  vesicles.  Then  there  are  the  stable 
dillerentiation  such  as  micioyilli  motile  cell  pioces.ses,  llagelht, 
and  s|)erm  tails. 

What  shines  onl  in  these  pages  is  that  there  is  a much 
more  complex  arrangement  in  cells  than  we  ever  dreamed 
of.  I he  way  the  various  cells  in  the  body  heliave  becomes 
dearer  to  ns.  It  is  not  sni|)rising  that  there  is  developing  a 
new  orientation  in  jvhysiology  and  biochemistry  towards  an 
interest  in  simpler  levels  of  organi/ation.  .Vs  out  knowledge 
of  them  grows,  however,  we  will  begin  to  i)in  the  pieces 
back  *ig«iin  and  nitimately  vv'c  will  be  looking  tigain  at 
organs,  sy.stem,s  and  organisms  with  a belter  understanding 
of  how  and  wliy  things  work  to  maintain  the  integrity  of 
the  living  organism. 

SYMOrSIS  OF  ISEI  ROLOGY,  2nd  Edition.  Price  $7.50, 
21H  pages.  Francis  M.  Forster.  C.  F.  Moseby  Com- 
pany, 1 966. 

Reviewed  by:  I.Ol’I.S  If.  \.\lfUM 

Ibis  book  is  in  two  parts.  I'he  Inst  is  devoted  to  the 
evalnalion  of  the  neurologic  potential  of  a patient  and 
deals  with  taking  a liistory,  doing  a physical  examination 


and  the  various  clinical  diagnostic  tests,  f’ait  2 is  devoted 
to  clinical  neurologic  entities  including  al.so  disease  of 
muscle. 

The  methodologies  u.sed  in  making  an  evaluation  of  a 
neurologic  patient  consist  of  vi.sual  fields,  caloric  testing, 
audiometnc:  testing,  cyslometrography,  electroence])halo- 

gra))hv,  eleciromvograithy,  roentgenographv , contrast  roen- 
tgenogiaphy,  radioistotope  scanning,  mvelograjihy,  cerc’bro- 
•spinal  fluid  studies  and  distinguishing  between  subarachnoid 
hemorihage  and  a traumatic  lumbar  tajr. 

Lven  so  it  is  not  a neuiologists  neurology  but  it  is  excellent 
lor  Ihe  medical  .student  beginning  his  clinical  work  and  as 
a lefiesher  to  any  physician  who  is  not  expecting  to  become 
a neuiologisl.  Its  value  has  extended  beyond  the  doctor  into 
the  paramedical  held  and  should  find  pailicniar  usefulne.ss 
among  nnr.ses  and  .social  worker.s.  ft  is  refreshing  that 
ejjonyms  have  been  reduced  to  a , minimum  and  when  u.sed 
aic  iiuiiidcd  as  paiciillictital  names. 

I 

SURGERY  OF  THE  PAROTID  CLAIM)  by  Robin  An-  I 
derson,  M.D.,  F.A.C.S.  and  Louis  T.  Byars,  M.D.,  , 
F.A.C.S..  C.  F.  Mosby  Co..  1965,  177  pp.  with  196  I 
illustrations.  $12.75. 

Reviewed  by:  .M,\\  LVHEI. 

I he  iiarotid  gland  .shares  with  the  thyroid  Ihe  di.stinclion 
of  being  clcrse  to  a critical  motor  nerve  wliicii,  if  injured, 
may  lead  to  disastrous  consecpiences.  .Surgery  of  the  parotid 
gland  is  conditioned  to  a large  extent,  if  not  entirely,  by 
the  intimate  proximity  of  the  facial  nerve  with  the  gland.  If 
it  were  not  for  tliis  anatomical  relation,shi|>  of  tlie  facial 
neive,  |)ractically  all  Ihe  controversies  relating  to  the  sur- 
gical management  of  diseases  of  the  parotid  gland  would  be 
readily  and  amicablv  re.solved. 

Aftei  jnesenling  a brief  historical,  embrvological  and 
anatomical  background,  the  authors  descrihe  in  .some  detail  j 
all  the  major  neoplastic,  inllammatory  and  traumatic  con- 
ditions with  which  the  gland  is  afflicted.  I'he  discussions  are 
conci.se  and  lucid,  and  arc*  |nesentecl  with  the  authority  and 
a.ssurancc  that  come  from  an  intimate  familiaritv  with  the  ' 
subject.  j 

I he*  aulhois  take  their  stand  on  clehatable  issues  with  j 
firmness  and  without  ecjuivocation,  even  though  the  pre-  i 
Itonderance  of  surgical  opinion  may  be  against  them.  When  | 
they  mention  contrary  views,  they  do  so  only  to  tli,smiss 
them. 

In  rccspect  to  identification  of  the  facial  nerve  at  the  time 
of  operation,  a step  considered  to  be  imperative  by  most  sur- 
geons, Ihe  authors  have  this  to  say:  "ju.st  how  often  this 
tiunk  of  the  nerve  need  be  identified  is  c|uestionable.  .Some 
surgeons  insist  that  it  should  be  found  as  the  primary 
elloil  in  every  |)rc)cechire  on  the  (laiolici  gland,  Witb  this  ' 
concept  we  cli.sagree,  primal ily  because  such  idenlification  is  | 
not  nece.ssary.  Furthermore  since  i.solalion  in  the  ]ne,sencc*  ; 
of  tumor  inflammation,  or  .severe  bleeding  may  be  most  | 
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diffiailt,  the  risk  of  injury  to  the  nerve  under  these  cir- 
cumstances is  significant.  There  is  no  sound  reason  why  the 
nerve  trunk  must  be  found  unless  a total  parotidectomy  for 
benign  disease  is  planned  or  unless  nerve  branches  must  be 
identified  and  traced  distallv,  as  might  be  necessary  follow- 
! ing  traumatic  division  of  a brancli.”  (p.  10) 

On  the  issue  of  multicentricity  of  benign  mixed  tumors, 
they  write;  ‘‘Presumably  in  an  effort  to  explain  a higli 
recurrence  rate  following  tbeir  removal  it  has  been  stated 
frequentlv  that  mixed  tumors  are  multicentric  in  origin. 
There  is  little  or  no  evidence  to  support  this  view.  We  have 
personallv  never  seen  two  mixed  tumors  in  the  same  gland 
even  if  there  has  been  no  previous  surgery.  Tlie  only  pos- 
sible conclusion  is  that  multicentricity  must  be  rare,  and 
the  appearance  of  a second  tumor  following  surgery  for  a 
primary  one  can  be  ascribed  only  to  implantation  during 
the  first  procedure.”  (p.  23) 

Concerning  needle  biopsy,  there  are  the  following  strong 
words;  “There  are  those  who  support  vigorously  the  use  of 
transcutaneous  needle  biopsy  of  the  parotid  gland.  We  do 
not  employ  this  procedure,  and  believe  not  only  that  it  is 
generally  not  useful  but  also  that  in  most  instances  it  is  to 
be  condemned.”  (p.  56) 

On  the  use  of  the  electric  stimulator  we  are  told;  “The 
electric  stimulator  remains  a fallible  device  which  requires 
constant  calibration  if  it  is  to  perform  properly.  This  means 
not  only  checking  of  the  instrument  to  be  certain  Ibat  its 
wires  are  intact,  its  battery  is  charged,  and  it  is  putting  otit 
the  proper  impulse,  but  also  adjusting  tliis  iminilsc  ftn  the 
facial  nerve  of  the  specific  patient  whose  response  threshold 
may  be  very  different  from  that  of  the  previous  patient,  lake 
most  tools,  it  is  valuable  in  the  hands  of  an  expert;  the 

surgeon  inexperienced  in  its  use  would  do  well  to  use  it 

sparingly  and  thoughtfully,  (p.  123) 

On  local  excision  of  a benign  tumor  as  opposed  to  com- 
plete resection  of  the  superficial  lobe  of  the  parotid,  we  read; 
“The  object  of  any  procedure  for  the  removal  of  a benign 
tumor  is  to  remove  the  tumor  in  its  entirety,  without  re- 
moving unnecessarily  any  useful  or  vital  structures,  Foi 
practical  purposes,  we  attempt  to  do  our  tumor  excision 
with  a margin  of  normal  parotid  gland  tissue  outside  the 
tumor  capsule  itself.  We  do  not  consider  removal  of  the 

entire  superficial  portion  of  the  gland,  a procedure  com- 

monly known  as  lobectomy,  to  have  any  validity.  Those  who 
employ  and  defend  this  type  of  operation  do  so  mainly  on 
the  ground  that  benign  mixed  tumors  of  the  parotid  gland 
may  be  multicentric.  Their  evidence  for  this  idea  lies 
primarily  in  the  high  recurrence  rate  reported  by  many 
surgeons  for  this  tumor.  . . . Another  reason  for  doing  a so- 
called  lobectomy  is  that  it  presumably  assures  a larger 
margin  of  normal  tissue  than  an  operation  in  which  the 
tumor  is  approached  directly  and  removed  within  the  sub- 
stance of  the  gland.  Unfortunately,  this  argument  does  not 
take  into  account  the  fact  that  the  facial  nerve  and  the 
tumor  are  virtually  ahvays  in  close  contact,  there  being  rarely 
as  much  as  one  millimeter  of  soft  tissue  between  them.  It 
is  not  difficult  to  remove  tumor  with  a satisfactory  margin 
of  normal  parenchyma  anywhere  except  where  the  tumor 
and  facial  nerve  are  closely  associated.  The  carrying  out  of 
a lobectomy  certainly  does  not  modify  in  any  way  this  par- 
ticular area  of  intimacy.  If  the  concept  of  wide  removal 


is  to  be  valid,  tlien  the  nerve  must  also  be  removed  along 
with  a layer  of  additional  uninvolved  tissue  of  the  deep  por- 
tion of  tlie  gland.”  (p.  119) 

Finally,  to  justify  tbeir  unorthodox  position,  they  say; 
“The  Imrden  of  proof  in  this  prolilem  of  how  to  approach 
a parotid  tumor  is  apparently  upon  us,  since  we  are  the 
advocates  of  the  conservative  operation.  In  this  day  of 
radicality  the  conservative  surgeon  finds  himself  on  the 
defensive.  We  repeat  as  our  evidence  only  the  pair  of 
statistics  that  in  our  experience  with  more  than  350  primary 
Ix’uign  mixed  tumors  which  we  have  removed  surgically 
we  have  not  had  any  permanent  facial  palsy  and  we  have 
only  a single  patient  witli  a known  recurrence  in  the  group. 
Tt  should  be  noted  that  this  series  consists  of  only  those 
tumors  in  which  we  did  tlie  first  operative  manipulation. 
Tumors  previously  biopsied  by  any  route  aie  not  included. 

(p.  128)  On  the  basis  of  these  results,  it  is  liard  indeed  to 
quarrel  witli  the  authors  even  though  llic  preponderance  of 
present  surgical  opinion  on  many  of  these  issues  is  squarely 
against  them. 

This  handsomely  printed  and  profusely  illustrated  mono- 
graft  is  not  and  does  not  claim  to  be  a scholaily  and 
definitive  work  on  the  disturbances  of  the  paiotid  glatid. 
It  is  rather  a recital  of  the  concepts  and  opinions  of  two 
outstanding  surgeons  who  have  obviously  had  a large  and 
varied  clinical  experience  with  this  subject.  It  is  more  in 
tlie  nature  of  a practical  manual,  written  in  any  easy  and 
almost  in  a conversational  style,  and  providing  a few  hours 
of  pleasant  informative  and  challenging  reading.  “Our  intent 
is  to  disciKSS  parotid  gland  stiigeiy  from  a single  point  of 
view.  We  arc  not  trying  to  outline  and  review  the  accumu- 
lated data  of  others  nor  are  we  making  any  eflort  to  be  un- 
biased in  our  approach.  Out  conclusions  are  based  on  the 
observation  and  treatment  of  more  than  600  patients  with 
parotid  gland  disease  over  a period  of  twenty-five  years.” 

SYISOPSIS  OF  OBSTETRICS,  Seventh  Edition,  by 

Charles  E.  McLennan,  M.D.  Publishers:  The  C.  V. 

Mosby  Company,  Saint  Louis  1966.  458  pages,  $6.85. 

Reviewed  by;  ORVAN  FIESS 

This  458  compendium  is  the  seventh  edition  of  a synoptic 
treatise  on  obstetrics  with  an  aim  to  provide  the  huiiied,  oi 
casually  interested,  student  or  practitioner  with  quick  and 
presumably  acceptable  answers  to  clinical,  or  other,  prob- 
lems. The  author  states  that  synopses  notably  are  short- 
lived, For  this  reason  he  has  added  new  items  and  deleted 
others. 

OPERABLE  HEART  DISEASE;  Pathophysiology,  Diag- 
nosis, and  Treatment.  By  Hotvard  D.  Sirak,  M.D. 

C.  V.  Mosby  Co.,  Saint  Louis,  1966,  130  pp.,  $12.50. 

Reviewed  by;  HERBERT  LEAdNE,  M.D. 

This  monograph  of  130  pages  is  presented  as  a guide  to 
students  and  house  officers  rather  than  as  an  exhaustive  com- 
pendium. The  first  third  is  devoted  to  general  considerations, 
and  the  second  and  third  to  congenital  and  to  acquired  heart 
diseases. 

The  section  on  genera)  considerations  comprises  seven 
chapters  two  to  twelve  pages  in  length,  devoted  to  such 
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areas  as  loiiliiic  radiology,  special  procedures,  foetal  cir- 
culatory physiology,  pulmonary  hyperteusiou,  physiology  of 
total  lardiopuhnouary  hy-pass,  and  |>rol)lems  of  |)ie-  and 
post-opeiatire  mauagement.  Ihese  suhjects  are  dealt  with 
in  hiief  and  general  terms,  and  uo  attempt  is  made  to 
destiihe  tediiiitjues  iu  any  detail.  I he  cha[>ter  ou  pre-  and 
posl-oi)erative  management  represents  the  author's  views  and 
methods,  and  is  concise  and  .specilic.  However,  this  entire 
complex  held  is  covered  in  oidy  twelve  pages  of  text,  and  a 
numhei  ol  problems  arc  not  mentioned.  The  physician  who 
sees  the.se  patients  in  their  home  communities  needs  in- 
formation ahoul  later  complications  such  as  intravascular 
hemolysis,  and  to|)ics  such  as  these  are  not  covered. 

The  .second  section  discusses  nine  congeiutal  lesions  from 
the  standijoints  of  anatomy,  physiology,  clinical  findings, 
special  diagnostic  procedures,  and  .surgery.  Each  of  these 
chapters  again  con.sists  of  four  to  nine  pages,  some  of  which 
are  taken  up  with  anatomical  charts  and  reproductions  of 
roentgenograms.  The  material  is  clearly  presented,  hut  in 
no  great  detail.  The  actual  surgery  is  generally  de.scrihed 
in  a |)aragraph  or  two  that  indicates  the  nature  of  the 
operation. 

I he  section  on  acciuired  heart  disease  is  restricted  to  the 
four  major  valvular  lesions  of  rehumatic  heart  disease, 
di.scussed  under  similar  headings.  1 here  is  no  discussion  of 
the  entire  suhjects  of  jracemakers  or  siugical  ap|)roachcs  to 
coionary  disea.se. 

I he  hook  is  admirably  produced,  with  an  attractive  two- 
color  cover,  clear  type,  and  a number  of  excellent  diagrams 
and  roentgeuographic  reproductions.  However,  it  is  a brief, 
though  expensive,  introductory  guide  to  an  extremely  com- 
])lex  subject,  and  as  such  will  probablv  |)tove  most  u.sefid 
to  students  and  house  officers. 

CO!\l)ITIO!\  CRITICAL:  OUR  HOSPITAL  CRISIS  for 

Edivin  P . Hoyt.  Holt,  Rinehart  anti  W inston,  I\etv 

\orli,  Chicago.  San  Francisco  1966.  241  pp.  $5.95. 

Reviewed  by:  ALBERT  W.  .SNORE.  M IX 

Medicine,  hospitals,  nursing  home  and  extended  care 
facilities,  dollars,  government,  ethics,  administrative  organi/a- 
liou,  personnel  and  the  public  have  all  become  caught  up 
in  a ])otpourri  of  interest  aiul  emotion  Ihtit  cuireutiv  is 
persoiufied  in  Medicate. 

Edwin  Hoyt,  iu  his  most  recent  book  “Condition  Critical: 
Otir  Hosjjital,”  has  approached  the  whole  problem  of  hos- 
pitals and  their  necessary  interrelations  with  the  variety  of 
a.s.sociated  foices  affecting  itistitutiotis  in  a factual  mantier 
that  is  sympathetic  yet  critically  realistic. 

I his  book  is  written  for  ]ntblic  consumptioti  atid  is  ob- 
viously not  a scietitific  treatise  on  ativ  of  the  chapter  headings 
of  “The  Vohtntary  Ho.spital,’’  “Governmetital  Hospitals," 
"Ho.spitals  for  Profit,”  “The  Nurse,”  “Labor,”  "Special  .Ser- 
vices," et  cetera.  However,  it  is  clear  that  Mr.  Hovt  has  done 
his  homework  seriouslv  and  well.  He  has  coti,sulted  matiy 
itulividitals  in  the  hospital  and  medical  world  and  has  re- 
flected an  ututsual  dejjth  of  thought  oti  this  complex  subject. 

.Mr.  Hoyt  aitproaches  the  totality  of  medical  and  hospital 
care  from  the  point  of  view  of  the  patient,  and  he  has 
eni|)hasized  that  our  hospital  and  medical  care  .systeiti  is  not 
the  best  of  all  possible  worlds.  He  documents  his  case  and 


ends  with  the  liope  that  health  and  ho.spital  administrators, 
hospital  boards  of  trustees  and  |)iacticing  |)hysicians  will 
leiogni/e  this  fact. 

Ibis  book  should  be  of  value  to  all  lhe.se  individuals,  for 
it  luovides  a stimulus  to  the  imderstaiiding  of  the  need 
of  a cooperative  working  relationship  between  these  dis- 
palate  forces.  This  would  appear  to  be  important  if  our 
voluntary  system  of  health  care  is  to  continue  and  to  thrive. 
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MANUSCRIPTS 

Manuscripts  siioultl  be  typewritten,  double-spaced  on 
white  paper  8i/^  x 11  inches  with  adetpiate  margins  on 
firm  paper.  The  original  copy,  not  the  carbon  copy  should 
be  submitted.  Carbon  copies  or  single  spaced  manuscripts 
will  not  be  considered.  Authority  for  approval  of  all  con 
tributions  rests  with  the  Editorial  Board,  and  the  Board 
reserves  the  right  to  edit  any  material  submitted.  Receipt 
of  manuscripts  will  be  acknowledged  and  unused  manu 
scripts  returned.  The  publishers  accept  no  responsibility 
for  opinions  expressed  by  contributors. 

STYLE 

I he  first  page  should  list  title,  the  author  (or  authors)  , 
degrees,  ami  any  institutional  or  other  credits.  Bibliogra 
phies  should  conform  to  the  style  of  the  Quarterly  Cumu 
lative  Index  published  by  the  American  Medical  Associa 
tion.  This  requires  in  the  order  given;  Name  of  author, 
title  of  article,  name  of  periodicals  with  volume,  page, 
month— day  of  month  if  weekly— and  year.  Number  should 
be  limited  to  absolute  minimum.  References  should  be 
numbered  consecutively  in  order  in  which  they  appear  in 
the  text. 

LENGI  H OF  ARTICLES 
Ordinal  y at  tides  should  not  exceed  3,000  words  (ap 
proximately  3 printed  pages).  Under  exceptional  drcum 
stances  only  will  articles  of  more  than  4,000  words  be 
published. 

ILLUSTRATIONS 
Illustrations  should  be  numbered  consecutively  and  indi 
cated  in  the  text.  The  number,  indication  of  the  top,  and 
the  author’s  name  should  be  attached  to  the  back  of  each 
illustration.  Legend  should  be  typed,  numbered,  and  at- 
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editorials 


Guide-Posts  For  Workmen's 
Compensation  Commissioners  In 
Cardiovascular  Disease 

Hellmuthi  found  in  Wisconsin  that  nearly  hall 
of  the  awarded  cardiac  involvement  compensation 
claims  were  not  medically  justified  if  the  criteria  for 
Causality  set  down  by  the  American  Heart  Associa- 
tion were  applied.  One  of  the  victims  of  such  un- 
scientific findings  by  the  Workmen’s  Compensation 
Commission  turned  out  to  be  the  patient  himself 
and  all  cardiac  patients  who  are  functional  and  can 
and  should  work.  They  are  potentially  employable 
but  over  half  of  the  industrial  concerns  in  Wiscon- 
sin will  no  longer  hire  a new  cardiac  applicant 
based  largely  on  the  basis  of  cost  of  Workmen’s 
Compensation. 

He  also  found  among  a survey  of  123  attorneys 
that  many  were  concerned  with  the  problem  of  con- 
flicting medical  testimony.  Perhaps  the  greatest 
assistance  to  the  administrators  of  Workmen’s  Com- 
pensation Laws  could  come  from  securing  rather 
unanimous  agreement  regarding  setting  up  of  essen- 
tial guideposts  for  administrators.  In  fact  when 
Hellmuth  suggested  this  they  replied  “I  am  sure 
that  the  writer  hereof  and  his  associates  would  be 
deeply  grateful  for  such  assistance”. 

The  rules  which  Hellmuth  formulated  as  guide- 
lines in  the  Rules  of  Practice  (published  regula- 
tions found  in  most  states  pertaining  to  the  manner 
of  appearance  of  witnesses  and  presenting  evidence 
before  the  Commissioner)  had  the  following 
objectives:  to  clearly  define  the  role  of  medical 
testimony  on  the  settling  of  cardiac  claims;  to  facili- 
tate better  interprofessional  communication  among 
attorneys,  physicians  and  commissioners;  and  finally 
to  stress  the  importance  of  post-mortem  examina- 
tions. 


The  proposed  Rules  of  Practice  dealt  first  with 
nomenclature  and  definition  of  heart  disease  in  its 
various  clinical  aspects  such  as  various  causes  of 
heart  disease  and  definition  of  a heart  attack  and 
how  to  differentiate  between  one  caused  by  unusual 
strain  and  one  due  to  natural  evolution  of  the 
underlying  disease.  Next  was  the  recognition  that 
heart  disease  must  be  viewed  from  its  etiologic, 
anatomical,  physiological  and  degree  of  functional 
impairment.  Those  are  all  time  honored  concepts 
which  cardiologists  have  used  in  fully  encompassing 
a complete  cardiac  diagnosis.  We  all  realize  how 
difficult  it  is  to  translate  impaired  cardiac  function 
as  a contributory  factor  with  the  statutory  mean- 
ing of  disability.  But  certainly  if  one  follows 
the  guidelines  on  functional  capacity  for  evaluating 
cardiac  impairment  it  should  prove  helpful  as  a 
basis  for  administrative  rating  of  permanent  dis- 
ability. 

Such  rules  would  not  alter  the  advisory  system 
nor  necessitate  a change  in  the  statutes,  because 
they  were  designed  to  be  addressed  primarily  to 
physicians  with  explanatory  medical  terms,  and 
ideology  for  the  attorneys,  commissioners  and  the 
non-professional  persons  such  for  example  as  ad- 
justers. 

One  plea  is  to  suggest  to  the  commissioner  at 
any  time  after  the  application  for  adjustment  has 
been  filed  either  before  or  after  the  hearing,  that  he 
select  one  or  more  physicians  who  are  certified  by 
the  subspecialty  Board  of  Cardiovascular  Disease  of 
the  Board  of  Internal  Medicine  to  examine  the 
patient  or  to  review  medical  data.  Such  physician 
could  then  prepare  a written  report  to  the  com- 
missioners and  furnished  to  all  parties  in  interest. 
Clearly  the  Commissioner  would  not  require  expert 
opinions  unless  the  medical  testimony  is  in  conflict. 

The  philosophy  of  Workmen’s  Compensation  is 
embodied  in  its  main  objective  to  assist  the  worker 


- THE  COVER  

THE  life  cycle  of  a virus  as  it  occurs  in  the  infection  of  a mammalian  cell. 
With  most  viruses  cell  lysis  follows  the  maturation  of  virus,  but  some  viruses 
multiply  within  the  cell  and  are  released  without  apparent  injury  to  the  cell. 
Others,  such  as  tumor  virus,  cause  excessive  proliferation  of  cells. 


Volume  31,  No.  3 


145 


in  case  (>!  accident  in  an  imlnslrial  en\ ironment. 
But  il  this  is  the  intent  of  the  law,  then  compensa- 
tion for  tiatnral  disease  sitch  as  atherosclerotic 
coronary  disease,  and  other  degenerative  diseases 
including  diabetes,  must  ultimately  come  to  be 
handled  outside  of  Workmen’s  Compensation.  The 
principle  reasoti  for  this  conviction  is  that  there  is 
tio  scientific  evidence  to  indicate  that  for  example 
coronary  artery  disease  is  in  any  measure  or  form 
actually  caused  by  employment.  Furthermore  the 
very  few  cases  of  myocardial  infarction  claimed  to 
be  caused  by  unusual  effort  or  strain  would  become 
much  fewer  if  the  criteria  laid  down  for  causality 
would  be  followed.^ 

Thus  stress  or  strain  that  is  medically  determined 
to  be  definitely  nnnsual  and  excessive  for  the  indi- 
vidual may  cause  aggravation  or  “lighting  nj)”  of 
preexisting  cardiac  disease  in  the  form  of  an  acute 
coronary  episode.  But  unusual  may  not  be  ex- 
ce,ssive  and  very  juecise  definition  of  these  terms 
and  careful  search  in  the  patients  habitual  living 
is  needed  to  decide  whether  the  exertion  is  a pre- 
cipitating factor  related  to  the  occurrence  of  an 
attack  or  coincidental  with  the  attack  on  or  off  the 
job.  It  must  not  be  inferred  that  the  employment 
per  se  “caused”  the  incident.  If  there  was  excessive 
exertion  (medically  determined  for  each  individ- 
ual) which  occurred  during  employment  and  fol- 
lowed immediately  during  or  soon  after  by  .symp- 
toms and  signs  of  an  acute  coronary  episode  there 
is  a reasonable  assumption  of  work  connected 
causal  relationship,  not  of  the  underlying  disease 
but  of  the  acute  episode. 

It  is  good  doctrine  to  realize  that  causality  is  the 
most  important  concept  and  that  causality  rests  on 
a basis  of  proof  of  a triad,  unusual  and  excessive 
strain  arising  out  of  employment,  unusual  and  ex- 
cessive strain  in  the  course  of  the  employment,  and 
the  acute  coronary  episode  itself.  Fhere  is  little 
doubt  that  the  carefully  considered  workable  defi- 
nitions of  Hellmuth  will  help  to  eliminate  con- 
fusing medical  terms  and  guide  physicians  in  pre- 
senting testimony  that  is  as  lucid  and  specific  as 
present  medical  science  will  allow  in  determination 
of  causality. 

The  physician  who  is  thoroughly  knowledgeable 
in  the  field  of  heart  disease  can  contribute  much  to 
the  fair  setl  lenient  of  a claim.  While  the  certified 
specialist  has  consistently  reliable  access  to  the 
latest  sources  of  information  in  a given  field  and 
can  contribute  most  to  resolving  conflicting  medical 
testimony,  it  cannot  be  denied  that  some  physicians 
not  so  certified  are  knowledgeable  also  and  could 
ipialify  for  this  purpose  in  a court  of  law.  As  far  as 
the  attending  physician  is  concerned  his  most  im- 
portant role  is  in  presenting  objective  factual 
medical  information  about  his  patient  guided  by 


criteria  as  laid  down  lor  a complele  medical 
diagnosis.^ 

Fhc  final  point  Hellmuth  pleads  for  and  we 
should  all  strive  for  is  to  make  autopsies  medically 
mandatory  to  be  performed  as  a matter  of  course. 
A\’hether  they  can  ever  be  made  mandatory  by 
statute  is  doubtful,  but  their  importance  cannot  be 
stressed  strongly  enough.  Evidence  may  turn  on  the 
results  of  an  autopsy.  At  the  very  least  it  may  con- 
firm or  deny  a provisional  diagnosis.  At  the  most 
they  can  contribute  greatly  to  the  sum  of  scientific 
knowledge  about  causality  and  employment  and  lay 
a precedent  for  future  judgments. 

L.H.N. 
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The  Gap  Between  Clinical  And 
Pathological  Recognition  Of 
Pulmonary  Embolism 

While  studying  the  fate  of  experimentally  in- 
duced autologous  periphertil  venous  thrombi  re- 
leased to  the  pulmonary  circulation  in  dogs,  Frei- 
man,  .Suyemoto  :ind  \V’essler^  noted  that  some  of 
the  residues  observed  weeks  to  months  after  the 
embolic  episode  were  identifiable  as  traces  of  organ- 
ized thrombi  closely  resembling  similar  traces 
observed  in  human  pulmonary  arteries  at  the 
autopsy  table.  .Some  of  these  lesions  in  the  dog 
were  so  minute  that  they  might  well  have  been 
overlooked  if  the  index  of  suspicion  had  not  been 
high  and  if  a deliberate  and  meticulous  search  for 
them  had  been  made. 

The  probable  fact  is  that  on  routine  post-mortem 
examinatiotis  the  pulmonary  arteries  are  only  too 
rarely  inspected  adecpiately.-  Wbih  experiences  in 
the  dog  as  a background,  Freiman  was  led  to  study 
61  human  post-mortems  for  evidence  similar  to 
what  they  found  in  dogs.  I'hey  made  sure  to  search 
arteries  as  far  out  as  branches  2 mm  in  external 
diameter.  They  carefully  studied  by  the  micro- 
scope, arterial  lesions  suspected  of  being  embolic- 
in  origin  and  eliminated  post-mortem  clot  from 
consideration.  One  assumption  they  did  make  was 
that  all  thrombi  of  the  pulmonary  arteries  un- 
related to  atheromatous  placcpies  to  be  embolic. 

As  keen  pathologists  they  used  the  following 
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evidence  of  ante-mortem  origin:  presence  within 
he  thrombus  of  interlacing  platelet  lines  or  surface 
leposition  of  platelet  material  usually  intermingled 
v’ith  some  fibrin  and  white  cells,  both  of  these 
phenomena  indicate  exjaosure  to  flowing  blood 
dther  at  the  time  of  formation  of  the  thrombus 
31-  subsequently  during  propagation  or  emboliza- 
tion; evidence  of  displacement  of  the  site  of  origin 
mch  as  coiling  and  unfolding;  presence  of  branches 
ar  venous  val\e  markings  related  to  corresponding 
uructures  in  the  pulmonary  arteries;  occurrence  of 
arganization  in  the  thromlnis  such  as  whether  or 
not  it  teas  grossly  adherent  to  the  arterial  w'all, 
which  provided  additional  important  clues.  Finally 
was  the  search  for  intraluminal  w'ebs,  strings,  and 
fibrous  bands  since  they  can  be  interpreted  as  organ- 
ized post-embolic  residua. 

\Vith  such  careltil  jiathologic  criteria,  the  authors 
found  that  39  out  of  61  cases  reAealed  thrombi  of 
various  sizes  from  massive  emboli  occluding  the 
pulmonary  arteries  to  minute  adherent  and  liarely 
visible  fragments.  Of  the  39  only  17  were  sufficiently 
obvious  to  be  recognized  readily  in  routine  gross 
examinations.  In  22  patients  emboli  were  rejire- 
sented  by  traces  easily  overlooked  if  a careful  search 
was  not  being  matle. 

These  figures  probably  represent  an  accurate 
sampling  of  the  autopsy  material  in  genet al.  In 
primary  cardiovascular  disease  emboli  occur  in 
somewhat  less  than  half,  in  malignant  tumors  in 
about  one-fifth.  But  the  striking  point  is  that  of 
the  whole  series  of  39  autopsies  showing  pulmonary 
emboli  only  three  were  diagnosed  clinically  and 
these  were  large  emboli  readily  observable  and  two 
showed  clinical  pulmonary  infarction.  The  le- 
maining  36  were  truly  “silent”.  When  we  compare 
these  figures  with  the  average  incidence  of  pulmon- 
ary embolism  in  routinely  performed  adult 
autopsies-about  10  per  cent-it  becomes  clear  that 
the  discrepancy  is  due  for  the  most  part  to  criteiia 
used  ill  diagnosing  jmlmonary  emboli,  but  also 
differences  in  the  patient  population. 

As  the  criteria  for  diagnosis  of  pulmonary 
embolism  are  enlarged,  then  reports  of  15  per  cent 
or  18  per  cent  are  encountered.  Before  the  special 
search  was  made  at  the  Beth  Israel  Hospital,  33 
per  cent  of  pulmonary  emboli  were  uncovered.  As 
the  criteria  were  enlarged,  the  study  revealed  in- 
stead a 64  per  cent  incidence.  One  is  impelled  to 
conclude  that  more  rigid  criteria  which  led  to 
better  care  of  patients  account  for  the  increased 
figure  of  incidence.^ 

We  know  from  experience  on  dogs  that  the 
emboli  actually  foiiiid  are  not  at  all  indicative  of 
the  number  of  emboli  that  occurred.  When  dogs  are 
subjected  to  pulmonary  embolization  with  serum 
induced  thrombi,  most  of  the  thrombus  undergoes 


lysis  during  the  first  few  days.  It  is  the  portion  that 
cannot  be  lysed  which  undergoes  organization  and 
eventual  shrinkage.  After  a period  of  weeks  to 
months  only  small  organized  mdDbins  or  in  some 
cases  no  visiljle  evidence  of  embolization  can  be 
found  even  though  the  pulmonary  artery  may 
originally  have  been  filled  with  thrombi. 

Human  thrombo-emboli  are  probably  dis]30sed 
of  iit  similar  fashion  and  the  wide  variation  in  one 
degree  of  organization  of  the  residua  sometimes 
found  within  the  same  patient  as  the  occurrence 
of  more  recent  thrombi  entangled  in  old  webs  fre- 
quently provides  evidence  that  more  than  one 
embolic  episode  has  occurred.  Besides,  some  emboli 
may  undergo  complete  lysis  or  may  eventually  be- 
come incorporated  into  the  vessel  wall.  For  these 
reasons  we  must  conclude  that  the  frequency  of 
embolic  episodes  may  very  well  be  even  greater 
than  the  autopsy  data  indicate. 

It  is  probable  that  refinement  and  more  wide- 
spread use  of  clinical  aids  in  diagnosis  as  veno- 
graphy, pidmonary  angiography  and  lung  scanning 
with  radioactive  tracers,  serum  enzyme  determina- 
tions, measurements  of  pulmonary  gas  exchanges 
and  studies  of  the  mechanisms  of  respiration  will 
eventually  aid  in  narrowing  the  gap  between 
clinical  and  pathological  recognition  of  pulmonary 
thrombo-embolism. 

Patients  in  one  way  are  fortunate  that  in  spite 
of  the  high  frequency  of  pulmonary  embolism 
only  a small  fraction  of  them  present  clinical  mani- 
festations of  these  episodes.  Can  this  be  due  to  the 
efficacy  of  their  fibrinolytic  mechanism  which 
cpnckly  disposes  of  the  clots  as  it  does  in  the  dog? 
What  about  the  low  index  of  suspicion  as  a result 
of  which  some  cases  of  even  extensive  pulmonary 
embolism  without  infarction  are  not  recognized 
before  death?  Certainly  not  all,  even  massive 
embolism  are  obvious  and  produce  no  more  than 
transient  alterations  in  blood  pressure,  heart  rate 
or  other  vital  signs. 

Freiman’s  studies  however  should  alert  us  to 
the  fretpieucy  of  pulmonary  embolism  occurring  in 
heart  and  other  medical  cases  since  a high  index 
of  suspicion  can  set  into  motion  preventive  and 
therapeutic  measures  which  can  reduce  ntortality 
as  well  as  morbidity  from  thrombo-embolism. 

L.H.N. 
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Recognizing  Emphysema  By 
Physical  Diagnosis 

“I  for  a Io)ig  time  ihuuglit  it  very  uuconimou 
because  I had  obsemed  only  a few  cases  of  it; 
but  since  1 have  made  use  of  the  stethoscope  1 
have  x’erified  its  existence  as  well  in  the  lixung 
as  in  the  dead  subject  and  am  led  to  consider 
it  by  no  means  infreijuent R.  T.  H.  Laenncf.i 

\()w  that  eniphyseina  is  increasing  in  incidence 
and  im])ortance  much  more  so  tlian  in  Laennec’s 
day  liow  ade]Jt  is  the  modern  physician  in  its  recog- 
nil  ion  by  physical  diagnosis.  Fletcher^  had  already 
encountered  extieme  variation  and  erior  in  de- 
led ing  em])hysema  tnnong  jratients  with  pneumo- 
coniosis. How  jnstified  are  we  in  onr  heliel  that  we 
c;ni  ditignose  emphysema  with  confidence  on  clini- 
cal grounds. 

Schneider’  attempted  to  analyze  objectively  the 
proficiency  of  ;i  group  of  phvsicians  engaged  in 
privtite  jtractice  of  medicine  in  their  ability  to  recog- 
nize obstructive  emphysema  by  physical  signs  alone. 
Fhe  9 physicians  tested  had  conttict  tvith  ptitients 
with  diverse  disorders  and  made  freejuent  evalua- 
tions for  disability,  insnrabilitv  and  rehabilitation. 
Fi\e  of  the  9 physicians  were  diplomates  of  the 
board  of  Internal  Medicine,  and  3 were  eligible 
to  take  the  Board  Fixaminations.  Thirteen  patients 
with  obstrnctive  emphvsema  were  examined  by  the 
9 physicians  for  a total  of  84  examinations.  The 
existence  of  obstructive  emphysema  in  these 
patients  uncomplicated  by  pneumoconiosis  was 
esttiblished  by  using  forced  exjjiratory  volnme  and 
maximal  voluntary  ventilation.  They  rightly  did 
not  use  the  fraction  of  residual  volnme/total  lung 
capacity  because  the  increase  in  this  ratio  occurs 
also  in  aging  subjects  and  at  anv  rate  is  too  diiricnlt 
to  estimate.^ 

The  physicians  were  given  14  signs  to  look  for,  a 
stethoscope,  and  a tape  measure.  The  idea  was  two- 
fold: first  to  determine  inoficiency  in  recognizing 
the  signs  and  second  to  assess  the  relative  impor- 
tance of  the  various  signs  that  the  physicians  used 
to  conclude  whether  emphysema  tvas  present  or 
absent.  Stated  in  another  way  what  signs  did  the 
physicians  rely  upc:)n  and  how  correct  were  their 
concepts. 

It  developed  th;it  there  were  striking  variations 
among  the  examiners  in  their  capacity  to  detect 
individual  signs.  F'or  example,  the  barrel  deformity 
eras  recognized  in  (if  examinations  and  mis.secl  in 
20.  Ihere  was  a 23  per  cent  disagreement  as  re- 
gards the  existence  of  hyperresonance.  There  was 
even  extreme  varitibility  in  determining  chest  ex- 
pansion by  a tape  measure  which  we  ordinarily 
would  assume  to  be  an  accurate  ;ind  reproducible 


item.  I his  variability  was  even  found  in  normal 
subject  with  a mean  of  2.29  inches  but  the  range 
was  given  between  1-3  inches  by  the  different 
physicians.  Diminution  of  breath  sounds  funclamen- 
itillv  the  most  imjK)i  tant  single  index,  was  utilized 
8ih  by  the  extnnincrs  to  diagnose  emphysema. 
Finally  the  2 signs  the  jrhysicians  apparently 
thought  most  indicative  of  emphysema,  liver  dull- 
ness and  decreased  diaphragmatic  movement 
actually  showed  no  sttitistical  important  relation 
to  the  existence  of  emphy.sema. 

What  .seems  to  have  hapjjened  to  “the  watchful 
eye,  the  alert  car,  the  tactile  finger  and  the  logical 
mind  which  correlates  the  facts  obtained  through 
all  these  avenues  of  inlorniation  to  reach  an  exact 
diagnosis”?’’  To  be  sure  the  old  masters  were  of 
necessity  lorced  to  relv  heavily  upon  their  capacities 
to  |terceive  physical  signs  of  disease  in  the  living 
subject.  I he  Icjgical  mind  of  the  modern  physician 
also  frecpientlv  utilizes  “facts”  obtained  through 
physical  extnnination  to  arri\e  at  a definitive  diag- 
nosis. Laboratory  data  have  helped  to  sharpen  his 
examination.  The  electrocardiogram  has  clarified 
for  us  and  made  it  possible  to  recognize  many  arrhy- 
thmias at  the  bedside.  Likewise  respiratory  function 
studies  litive  contributed  greatly  to  the  meaning  of 
the  signs  at  the  bedside  that  justify  the  diagnosis 
of  emphysema. 

It  is  of  interest  in  Schneider’s  study  that  our 
contemporaries  showed  preferential  use  of  signs 
perhtijjs  unconsciously  that  contrasted  substantially 
from  their  ajijrarent  worth.  Flave  we  come  to  rely 
on  the  laboratory  so  much  that  our  acuteness  in 
jrhysietd  diagnosis  is  somewhat  blunted?  In  emphy- 
sema there  are  authentic  guides  to  its  recognition. 
1 hey  can  be  readilv  elicited.  All  that  remains  is  an 
understanding  by  the  examiner  of  the  pathology  in 
the  lung,  the  physiological  disturbances  resulting 
in  emphysema  and  a certain  amount  of  examiner’s 
skill  ;iiul  care  with  tvhich  the  examination  is  con- 
ducted. 

The  sign  Laennec  observed  in  emphysema  “the 
respiratory  murmur  is  inaudible  over  the  greater 
part  of  the  chest  and  is  very  feeble  where  it  is 
audible”  — that  is  diminution  of  breath  sounds 
shows  the  closest  statistical  relationship  with  phy- 
siologic severity  and  deserved  much  greater 
emphasis  than  given  it  by  physicians  in  conducting 
their  examinations.  W’hy  impaired  breath  sounds, 
why  the  barrel  chest,  why  decreased  chest  expan- 
sion, why  impaired  cardiac  dullness  and  absence  of 
apical  cardiac  imjtulses,  why  use  of  accessory 
muscles  of  respiration,  why  diminished  diaphrag- 
matic excursion,  why  finally  cyanosis? 

1 he  answer  to  these  cjiiestions  lies  in  the  nature 
of  emphysema.  Literally  the  term  means  a lung 
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puffed  up  Avith  air.  It  is  overinflated,  its  elasticity 
is  lost,  the  alveoli  are  dilated,  many  of  the  septa  are 
j destroyed  gi^■ing  rise  to  large  bullae.  As  the  alveolar 
walls  thin  out,  there  is  a decrease  in  the  capillary 
bed  and  this  interferes  with  oxygenation.  Compen- 
satory or  secondary  polycythemia  develops.  There 
is  increased  viscosity  of  the  blood  and  strain  on  the 
right  heart  which  leads  to  hypertrophy. 

If  the  lung  tissue  is  decreased  and  amount  of  air 
is  increased,  the  patient  becomes  dyspnoeic,  in- 
spiration is  short,  expiration  is  long  because  the 
elastic  recoil  is  poor.  Thus  it  looks  as  if  the  patient 
had  taken  an  extremely  deep  breath  and  then  held 
it.  The  ribs  may  be  almost  horizontal,  the  costal 
angle  is  wide,  the  sternum  is  pushed  forward  and 
the  thoracic  spine  may  show  exaggerated  bowing. 
The  antero-posterior  diameter  Itecomes  equal  or 
exceeds  the  transverse  diameter  giving  the  classic 
barrel  chest  deformity. 

Obviously,  if  with  inspiration,  the  thoracic  cage 
expands  but  slightly  the  lungs  are  in  expansion,  the 
cardiac  dullness  is  diminished,  the  diaphragms  are 
pushed  downward,  and  the  thoracic  cage  is  pidled 
up  as  a unit  by  accessory  muscles  of  respiration  in 
the  neck.  The  shoulders  may  be  elevated  and  held 
somewhat  forward  and  the  clavicles  and  supra- 
clavicular fossa  are  unduly  prominent. 

Of  course  the  lack  of  expansion  can  be  confirmed 
by  palpation,  and  by  a tape  measure.  There  is  de- 
creased fremitus  because  of  excessive  amount  of  air 
in  the  lungs  and  hyperresonant  note  on  percussion. 
Auscultation  will  reveal  feeble  and  distant  breath 
sounds  because  little  air  is  being  exchanged  and 
the  large  air  containing  sacs  interfere  with  the 
transmission  of  sound.  Inspiration  is  almost  in- 
audible, short,  expiration  long,  harsh  and  low 
pitched.  The  heart  sounds  are  distant  and  P2  accen- 
tuated.® 

If  the  physicians  in  Schneider’s  experiment  had 
familiarized  themselves  with  the  basic  anatomical 
and  physiological  disturbances  in  emphysema,  there 
is  little  doubt  their  physical  diagnostic  acumen 
wotdd  be  sharpened  and  their  scoring  would  be 
enhanced.  This  approach  would  sharpen  the  art 
of  physical  diagnosis  in  the  recognition  of  emphy- 
sema. It  would  be  interesting  to  repeat  Schneider’s 
study  on  the  art  of  physical  diagnosis  in  another 
group  of  physicians  vvdio  hrst  familiarized  them- 
selves with  the  underlying  structural  and  func- 
tional alterations  that  are  present  in  emphysema. 
It  doesn’t  rec[uire  too  much  insight  to  predict  that 
their  scoring  would  be  much  higher.  What 
Schneider’s  study  reveals  is  not  the  need  for  more 
laboratory  diagnoses  for  emphysema  as  much  as  a 
more  alert  knowledgeable  physical  diagnostician. 

L.H.N. 
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Enzyme  Induction: 

Therapeutic  Uses 

Newborn  infants  are  unable  to  detoxify  drugs 
adecjuately  by  conjugation  with  glucuronic  acid  in 
the  liver  because  glucuronyl  transferase  in  the  liver 
is  depressed.  As  a result  of  deficiency  of  this  enzyme 
which  also  catalyzes  the  conjugation  of  bilirubin, 
the  infant  can  develop  jaundice.  Another  conse- 
tjuence  of  this  deficiency  is  an  increased  sensitivity 
to  the  toxic  effects  of  such  drugs  as  chlorampheni- 
col that  are  normally  metabolized  to  glncuronides. 

Like  many  other  drug  metabolizing  enzymes, 
glncuronyl  transferase  is  localized  in  the  smooth 
endoplasmic  reticidum  of  liver  parenchymal  cells. 
I’reatment  with  barbiturates  and  other  drugs  can 
cause  a striking  proliferation  of  the  endoplasmic 
reticidum  and  a marked  increase  in  the  activity 
of  many  drug  metabolizing  enzymes.^  This  action  of 
phenobarbital  has  been  shown  to  increase  the 
metabolism  of  the  coumarins  and  therefore  to  inter- 
fere with  maintenance  of  an  appropriate  prothrom- 
bin  time  in  patients  receiving  anti-coagulant 
tlierapy.-  At  the  same  time  of  course  this  is  the 
mechanism  whereby  patients  develop  tolerance  to 
barbiturates,  glntethimide  and  meprobamate  since 
they  are  metabolized  by  glucuronyl  transferase. 

If  glucuronyl  transfera.se  production  is  increased 
l)y  administration  of  phenobarbital,  then  this  drug 
should  be  useful  whenever  the  enzyme  is  deficient. 
Jalfe,  et  al®  describe  their  attempt  to  increase  the 
activity  of  glucuronyl  transferase  in  a hyperbili- 
ridrineniic  infant  by  treating  it  with  phenobarbital. 
As  a reflection  of  inqiaired  glncuronide  synthesis 
the  infant  was  unable  to  conjugate  its  bilirubin 
;uid  coiisetjucntly  developed  increased  concentra- 
tion of  unconjugated  biliridiin  in  the  blood  with 
manifest  jaundice. 
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when  he  just  can’t  sleep 

Tuinar 

Sodium  Amobarbital  and 
Sodium  Secobarbital 

COne-Half  Sodium  Amobarbital  and  One-Half  Sodium  Secobarbital) 


Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
asleep  all  night. 

Jndications.'Tuinal,  comprised  of  equal  parts  of  Seconal® 
Sodium  (sodium  secobarbital,  Lilly)  and  Amytal®  Sodi- 
um (sodium  amobarbital,  Lilly),  is  indicated  for  prompt 
and  moderately  long-acting  hypnosis. 

Contraindications : Barbiturates  should  not  be  adminis- 
tered to  anyone  with  a history  of  porphyria,  nor  should 
they  be  given  in  the  presence  of  uncontrolled  pain,  be- 
cause excitement  may  result. 

Warning;  May  be  habit-forming. 

Precautions:  Tuinal  should  be  used  cautiously  in  pa- 


tients with  decreased  liver  function,  since  prolongation 
of  effect  may  occur. 

Adverse  Reactions:  Idiosyncrasy,  such  as  excitement, 
hangover,  or  pain,  may  appear.  Hypersensitivity  reac- 
tions occur  in  some  patients,  especially  in  those  with 
asthma,  urticaria,  or  angioneurotic  edema. 

- Dosage:  1 '/2  to  3 grains  at  bedtime. 

Supplied:  V4,  VA , and  3-grain  Pulvules®. 


Additional  information  available  to  physicians  upon  request. 
Eli  Lilly  and  Company  • Indianapolis,  Indiana  46206 


700196 


Congenital  non-obslrnclive  non-heniolylic  jaun- 
dice which  is  thought  to  be  due  to  a lunciional 
impairnient  ol  the  glucuronyl  translerase  system 
presents  a particidarly  serious  and  difhcult  jnob- 
lein  in  treatment.  I'lius  lar  ellorts  to  increase  glu- 
cnronyl  iranslerasc  activity  in  inlants  l)y  means  ol 
drugs  have  Ijeen  unsuccesslul.  Jlelore  Jafle  under- 
took to  treat  their  j)atients  with  jjhenobarlhtal, 
they  engaged  in  ])reliminary  experiments  on  new- 
born rats  and  mice  to  determine  il  their  livers 
(otdd  be  stimulated  to  lorm  glucuronyl  translerase 
by  j)henobarbital.  I'he  results  were  positive  in  that 
the  tinimal  livers,  stiniidated  by  phenobarl)ital,  were 
then  able  to  lorm  glucuronide  oi  sulphadimethox- 
ane. 

.Uter  such  preliminary  exjjerinients,  Jalle,  et  al 
injected  phenobarbital  in  the  jaundiced  inlant,  ob- 
tained ;i  remission  ol  jaundice  and  a decrease  in 
blood  bilirubin  levels.  Indirect  evidence  lor  in- 
creased activity  ol  glucuronyl  translerase  in  these 
inlants  tretiterl  with  phenobarbital  was  also  ob- 
tained by  measurements  ol  the  amount  ol  salicyla- 
mide  and  salicylates  excreted  as  glucuronides  in 
the  urine.  I’he  resnlts  indicate  beyond  clonbt  that 
in  inlants  with  a deficient  glucuronide  lorming 
capacity  before  treatment,  administration  ol  pheno- 
barbital  can  be  expected  to  eliminate  the  deficiency 
and  increase  the  capacity  to  bind  bilirubin  to  the 
normal  range. 

Tire  result  reported  by  Jalle,  et  al  are  certaiidy 
encouraging  enough  to  warrant  this  approach  in 
other  situations.  Since  the  endoplasmic  reticnlum 
ol  liver  cells  contains  steroid  metaltoli/ing  en/ymes, 
we  must  think  ol  the  possibility  ol  using  pheno- 
barbital  in  the  treatment  ol  disorders  resulting  Irom 
over  production  ol  steroid  hormones  as  lor  example 
in  Cushing’s  disease.  Phenobarbital  happens  to 
have  an  excellent  record  ol  safety  when  adminis- 
tered dironically  over  long  periods  ol  time.  How- 
ever very  little  is  still  known  abttut  the  conse- 
(piences  that  may  ensue  from  induction  ol  prolilera- 
tioti  ol  the  endoplasmic  reticulum. 

d'he  finding  that  drug  administration  alters  the 
metabolism  ol  hormones,  vitamins  and  drugs  raises 
the  (piestion  as  to  whether  we  should  look  at  this 
plienomenon  as  an  alteration  ol  normal  homeo- 
stasis in  response  to  a foreign  chemical  or  whether 
some  ol  the  responses  are  toxic  ellects  ol  the  drug. 
Certainly  in  liver  disease  drugs  are  tnuch  more 
toxic  than  in  the  tiormal  state  because  of  impaired 
ability  ol  the  liver  to  bind  toxic  substances  by  the 
glucuronyl  translerase  etizyme  system.  When  the 
liver  is  otherwise  normal  as  in  the  case  ol  con- 
genital non-obstructive  non-hemolytic  anetnia,  phe- 
nobarbital is  certainly  useful.  In  othei  situations 
where  we  depend  upon  a drug  lor  a necessary 
physiologic  state  as  we  do  with  coumarins,  pheno- 


barbital through  its  enzyme  induction  ability  wonlcl 
be  contra-indicated. 

L.H.X. 
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Artificial  Materials  In  Surgery/ 
Basic  Principles 

The  basic  problems  attendant  on  the  implanta- 
tion ol  prosthetic  materials  in  all  the  surgical  dis- 
ciplines become  clear  when  we  consider  what  hap- 
pens in  the  healing  ol  wounds  when  a surgical 
incision  is  coapted  by  sutures.  Here  the  ncjxious 
stimulus  is  the  tissue  injury  caused  by  the  passage 
ol  an  itidsing  instrument  and  healing  then  takes 
phice  by  the  prcjcess  ol  inllammation  which  is 
always  a healing  response  ol  the  body  triggered  by 
a variety  ol  noxious  stimuli. ^ 

Most  surgeons  agree  with  the  assumption  that 
least  reacting  suture  material  allows  lor  best  wound 
healing.  But  the  cpiestion  remains  as  to  what  de- 
gree ol  inllammation  leads  to  optimal  wound  heal- 
ing. Is  inflammatory  resjtonse  to  a minimal  injury 
inllicted  by  a clean  surgical  wound  incision  “opti- 
mal”? What  about  biolcjgical  reactivity  ol  suture 
material  used  to  coapt  surgical  incisions?  Ccjuld 
this  be  better  than  il  the  material  was  really  bio- 
logically inert.  For  example,  Prudden  believes  that 
cartilage  jtowder  inserted  into  a wound  hastens 
fibrosis  and  rate  at  tvhich  'uc.iund  strength  increases 
tvith  time.  .\nd  Whi-  recently  demonstrated  the 
same  thing  lor  aluminum  sutures  in  which  they 
belie\e  the  jtrocess  is  bioelectric  rather  than  chemi- 
cal. 

One  ol  the  major  problems  concerning  implanta- 
tion ol  artificial  materials  in  surgery  then  is  to  de- 
line  ojitimal  healing  or  “tissue  acceptance”  of  the 
mtiterial.  d tvo  cjther  problems  arising  from  the  use 
ol  artificial  materials  are  determined  by  the  nature 
ol  the  healing  response.  One  is  rejection  of  the 
material,  and  another  the  complications  ol  healing. 

1 issues  have  no  particular  desire  to  accept  anv 
implanted  foreign  mateiial.  Fhey  will  reject  them, 
first  by  destioying  the  non  tuUologous  imphint  il 
they  can  dissolve  and  absorb  it.  Il  the  implanted 
material  is  non-abscirbable,  the  tissue  simply  do 
not  accept  it  because  it  is  foreign  to  the  nature  ol 
the  tissue  organ  or  body,  d’lien  a surrounding 
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TABLETS 

EQuagesic 

(meprobamate  and 
ethoheptazine  citrate  with 
aspirin) 

® 

Precautions : Keep  out  of  reach  of  children.  Care- 
fully supervise  dose  and  amounts  prescribed,  espe- 
cially for  patients  prone  to  overdose  themselves. 
Excessive  prolonged  use  of  meprobamate  may 
result  in  dependence  or  habituation  in  susceptible 
persons— as  ex-addicts,  alcoholics,  severe  psycho- 
neurotics, Withdraw  gradually  after  prolonged  high 
dosage  to  avoid  possibly  severe  withdrawal  reac- 
tions including  epileptiform  seizures.  Warn  patients 
of  possible  reduced  alcohol  tolerance.  If  drowsiness, 
ataxia  or  visual  disturbances  occur,  reduce  dose.  If 
symptoms  persist,  caution  patients  against  operat- 
ing machinery  or  driving.  Give  cautiously  to  patients 
■with  suicidal  tendencies.  Treat  attempted  suicide 
"with  immediate  gastric  lavage  and  appropriate 
supportive  therapy 

Side  Effects:  Ethoheptazine  and  aspirin  may  oc- 
casionally cause  nausea,  vomiting,  epigastric  dis- 
tress, and  rarely  dizziness  and  CNS  depression. 
Overdosage  may  result  in  salicylate  intoxication. 
Meprobamate  rarely  causes  allergic  or  idiosyncratic 
reactions.  These  reactions,  sometimes  severe,  can 
develop  in  patients  receiving  only  1 to  4 doses  who 
have  had  no  previous  contact  with  meprobamate. 
Mild  reactions  are  characterized  by  urticarial  or 
erythematous  maculopapular  rash.  Acute  non- 
thrombocytopenic purpura  with  petechiae,  ecchy- 
moses,  peripheral  edema  and  fever  have  been 
reported.  Meprobamate  should  be  stopped  and  not 
reinstituted.  Severe  reactions,  observed  very  rarely, 
include  angioedema,  bronchial  spasms,  fever,  faint- 
ing spells,  hypotensive  crises  (1  fatal  case),  ana- 
phylaxis, stomatitis  and  proctitis  (1  case)  and  hyper- 
thermia, A few  cases  of  leukopenia,  usually  transient, 
have  been  reported  following  prolonged  dosage. 
Rarely,  cases  of  aplastic  anemia  (1  fatal  case), 
thrombocytopenic  purpura,  agranulocytosis,  and 
hemolytic  anemia  have  been  reported;  almost  al- 
ways, in  the  presence  of  known  toxic  agents. 
Contraindications : History  of  sensitivity  or  severe 
intolerance  to  aspirin  or  meprobamate. 
Composition  : 150  mg,  meprobamate,  75  mg,  etho- 
heptazine citrate  and  250  mg,  aspirin  per  tablet, 
Wyeth  Laboratories  Philadelphia,  Pa, 
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When  pain  evokes  anxiety  and 
tension,  thereby  heightening  pa- 
tient discomfort,  a simple  anal- 
gesic may  only  touch  on  part  of 
the  problem. 

This  single-prescription,  non- 
narcotic product,  however, 
usually  provides  effective  anal- 
gesia and  helps  put  the  patient’s 
mind  at  ease. 


(apsulc  is  laid  down,  llic  noxious  sliimdus  (cases  lo 
exist,  a “tissue  truce  is  declared”  and  the  loreigii 
body  is  allowed  to  remain  “rejected”  and  incar- 
cerated within  its  “cnst(jin-made  cell”.  Such  im- 
plant is  now  considered  successlid  since  it  can  con- 
tinue to  lunction  as  a suture,  a prosthesis  to  con- 
duct blood,  a check  valve  to  prevent  rellnx  of 
blood  in  a cardiac  chamber,  or  it  can  continue  to 
supply  electrical  impulses  for  triggering  the  myo- 
cardium, the  detrusor  muscle,  or  the  carotid  sinus 
nerve. 

If  on  the  other  hand  the  tissues  ate  unable  to 
wall  olf  the  noxious  stimulus,  the  body  will  pio- 
dnce  a significant  cellular  infiltration  which  is  like- 
ly to  become  infected  leading  ultimately  to  ex- 
trusion of  the  implant.  It  seems  clear  that  all  ai  ti- 
Inial  materials  implanted  into  the  body  undergo 
a degree  of  rejection  varying  from  simple  encap- 
sulation whidr  is  clinically  acccjrtable  to  a violent 
|)rocess  of  extrusion.  We  must  therefoie  scrnlini/'e 
the  implantation  of  artificial  materials  in  teiins  ol 
the  philosophy  which  governs  the  entire  held  ol 
surgery;  will  the  overall  trauma  of  this  specific 
oper.'itive  intervention  be  justified  by  the  degree 
and  duration  of  the  jiliysiologic  gain  which  will 
result. 

I'hc  biologic  sjiecifications  for  a clinically  suc- 
cessful ini|dant  of  an  artificial  material  becomes 
clearer.^  d'he  implant  nitist  exert  no  significant 
deleterious  elfect  on  the  host.-  The  host  must  exert 
no  significant  deleterious  effect  on  the  implant.'* 

The  implant  must  function  adecptately.  These  con- 
ditions are  functions  of  time  and  of  total  risk.  They 
must  be  able  to  operate  for  a length  of  time  con- 
sistent with  the  duration  of  the  fundamental  need. 

The  total  risk  of  implantation  must  be  cousideied 
in  relation  to  the  seriousness  of  the  nndeilying  ol- 
fending  pathologic  conditions. 

There  are  jrresently  many  classes  of  materials 
for  a variety  of  conditions.  They  are  metallic,  solid 
plastics,  and  perrons  plastics  and  textiles.  The  solid 
metals  are  used  as  implants  in  orthopedic  surgery. 

They  arc  pure  metals  like  titanium,  /irconium, 
tantaltnu  and  alloys  of  steel,  cobalt  and  titanium. 

The  .solid  plastic  prosthesis  are  used  both  for  per- 
manent and  transient  implants.  'The  idtimate  fate 
of  textile  prosthe.ses  depend  ujron  the  biologic  re- 
activity of  the  basic  material  as  well  as  the  specific 
sites  of  implantation  and  the  porosity  of  the  pros- 
thesis. .Serme  prostheses  like  implantable  cardiac 
pacemakers  do  have  unacce]rtable  elements  and  ate 
coated  with  a silicone  material  which  ellectivcly 
insidates  the  tissue  against  deleterions  ellec  ts  ol  the 
otherwise  offensive  elements. 

'The  greatest  impetus  to  the  use  of  foreign  bodies 
in  surgery  followed  the  invention  of  the  peiiueable 
arterial  jrrotheses  by  Voorhees,  }areki  and  Iflak- 


more  in  Iba^.**  The  arterial  prosthesis  today  lejue- 
•sents  the  most  successful  substitution  by  a foreign 
body  for  a soft  tissue  structure  in  the  entire  history 
of  surgery.  'The  seccjnd  great  impetus  in  the  de- 
velopment of  functionally  acceptable  foreign  bodies 
tvas  the  inventic^n  of  a variety  ol  polymers  known 
as  jdastics  and  rubbers  of  low  biological  reactivity 
and  of  a variety  of  physical  projjerties  approaching 
those  of  the  soft  tissues  themselves. 

During  the  past  decade  the  itivestigation  into  the 
use  of  artificial  materials  in  surgery  has  blossomed 
into  a new  technology  of  which  one  by  jirodnct  is 
as  Gallie  pointed  out,  an  increasing  amount  ol 
surgery  recjtiired  to  remove  the  prostheses.  It  should 
be  pointed  out  that  artificial  materials  are  im- 
planted today  for  more  than  the  mere  reinforce- 
ment functions  of  yesterday:  foiin  buttress,  conduit, 
hydraulic  valve  and  electrical  impidse.  If  one  wishes 
lo  inchdge  in  fantasy  there  is  no  limit  to  tomor- 
rows function  of  permanent  implants,  blood  ]Hnnp- 
ing,  gaseous  exchange,  metabolic  substitutions  for 
the  biologic  mechanisms  of  plasma  clearance, 
chemical  .synthesis  and  what  else? 

There  are  now^  permanent  implantation  lor 
function  in  every  system  of  the  body,  in  heart  and 
arteries,  respiratory  system,  digestive  system,  kid- 
ney meter,  bladder  urethra,  the  nervous  system, 
special  senses,  soft  tissues,  cosmesis  and  much  more. 

L.H.N. 
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Solving  The  Problem  Of 
Blood  Need,  Transfusions: 

Dogma  Or  Fact 

finlil  the  recent  months  there  has  been  a serious 
problem  of  blood  recpiirement  for  heart  surgery, 
f he  need  to  collect  from  15  to  50  units  of  a single 
type  of  compatible  blocjcl  on  the  day  of  surgery  was 
a significant  consideration  in  logistics,  in  time 
needed,  in  cost,  and  to  degree  wasteful  since  the 
heparinized  blood  not  immediately  used  had  to  be 
discarded.  'There  was  also  signficant  medical  prob- 
lems incident  to  the  use  of  large  blood  volumes. 
One  was  a higher  incidence  of  serum  hepatitis,  an- 
other hemorrhage  associated  with  translusion,  sen- 
sitization and  inter-donor  incompatibility.  In  other 
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I Does  he  really  care? 
jls  he  alert,  encouraged, 
positive  and  optimistic 
about  getting  out  of  bed 
and  back  to  work  soon? 

Or  is  he  giving  in  to 
the  depressing  impact 
of  confinement? 

When  functional  fatigue 
complicates  convalescence, 
Alertonic  can  help>*> 


Pleasant-tasting  Alertonic  is  pipradrol  hydrochloride 
—an  effective  cerebral  stimulant  whose  gentle  ana- 
leptic action  helps  counteract  the  apathy  and  inertia 
that  so  often  delay  convalescence— together  with  an 
excellent  vitamin  and  mineral  formula,  in  a satisfy- 
ing 15%  alcohol  vehicle. 

Nothing  fosters  confidence  and  a sense  of  well- 
being better  than  your  own  personal  warmth,  under- 
standing and  encouragement  together  with  Alertonic 
to  help  insure  prompt  response. 

Adequate  dosage  is  important:  Prescribe  Alertonic— 
one  tahlespoonfiil  t.i.d.,  30  minutes  before 
meals.. . tastes  best  chilled. 

And  for  your  patient’s  sake,  prescribe  Alertonic 
in  the  convenient,  economical  one-pint  bottle. 

Alertonic 

Available  Only  On  Prescription 

Each  45  cc.  (3  tablespoonfuls)  contains:  alcohol,  15%;  pipradrol  hydro- 
chloride, 2 mg.;  thiamine  hydrochloride  (vitamin  Bi)  (10  MDR*),  10 
mg.;  riboflavin  (vitamin  B^)  (4  MDR),  5 mg.;  pyridoxine  hydrochloride 
(vitamin  B(;),  1 mg.;  niacinamide  (5  MDR),  50  mg.;  choline,!  100  mg.; 
inositol,!  100  mg.;  calcium  glycerophosphate,  100  mg.  (supplies  2% 
MDR  for  calcium  and  for  phosphorus)  and  1 mg.  each  of  the  following: 
cobalt  (as  chloride),  manganese  (as  sulfate),  magnesium  (as  acetate), 
zinc  (as  acetate),  and  molybdenum  (as  ammonium  molybdate). 

•Multiple  of  adult  Minimum  Daily  Requirement  supplied. 

tThe  need  for  these  substances  in  human  nutrition  has  not  been  established. 

Indications:  1.  Functional  fatigue  such  as  that  often  associated  with:  a 
depressing  life  experience  or  stressful  time  of  life;  advancing  years; 
convalescence;  limited  activity  or  confinement.  2.  Poor  appetite  and 
vitamin-mineral  deficiency  as  they  occur  in:  patients  having  faulty  eat- 
ing habits;  geriatric  patients  who  are  losing  interest  in  food;  patients 
convalescing  from  debilitating  illness  or  surgery. 

Contraindications:  As  with  other  drugs  with  CNS  stimulating  action, 
Alertonic  is  contraindicated  in  hyperactive,  agitated  or  severely  anxious 
patients  and  in  chorea  or  obsessive  compulsive  states. 

Side  effects:  Reports  of  overstimulation  have  been  rare.  Patients  who 
are  known  to  be  unduly  sensitive  to  the  effects  of  stimulant  drugs  should 
be  observed  carefully  in  the  initial  stages  of  treatment. 

Dosage:  Adults,  1 tablespoonful;  children  (over  15  years  old),  1 to  2 
teaspoonfuls;  children  (4  to  15  years  old),  1 teaspoonful.  To  be  taken 
three  times  daily  30  minutes  before  meals. 

✓ N THE  WM.  S.  MERRELL  COMPANY 

( Merr©ll  ) Division  of  Richardson-Merrellinc. 

' y Cincinnati,  Ohio  45215  0-7007 


words  the  technical  advances  recjnired  of  extra- 
corporeal circnlation  had  gone  beyond  the  confines 
of  existent  medical  and  hematologic  knowledge. 

I'o  alleviate  this  problem  of  blood  recjnirement 
lor  Jieart  surgery,  a small  volume  oxygenator  was 
devised  which  was  subsecpiently  adapted  for  pro- 
cedures of  shorter  durations  using  a commerciallv 
available  disposable  plastic  oxygenator,  d'hen  a 
low  pressure  relatively  atraumatic  suction  appara- 
tus was  developed  which  permitted  the  rettirn  of 
blood  to  the  extra  corporeal  circuit.  Then  an  at- 
temjjt  was  made  to  use  stored  liloocl  fibrinogen  con- 
centrates, and  an  anti-fibrinolytic  agent  epsilon 
amino  cajiroic  acid  was  tried  in  attempts  to  reduce 
Idoocl  loss.  This  of  course  reduced  the  problem  of 
blood  need  in  heart  surgery  but  did  not  eliminate 
it. 

In  19()0  Panico  and  Neptune  ^ introdnced  a prac- 
tice of  hemoclilution  in  which  the  primary  volume 
consisted  of  a mixture  of  blood  and  crystalloid 
.solution.  Although  such  a jiractice  was  not  with- 
out its  challenging  medical  problems,  it  was  a de- 
parture from  previous  technicjues  and  an  addi- 
tion to  our  search  for  solving  blood  need  problems. 
.\dclecl  to  it  was  the  practice  of  controlled  deliberate 
hypotension  during  surgery  and  treatment  of  shock 
with  ganglionic  blocking  agents  instead  of  vasopres- 
sors. Such  thinking  brought  us  face  to  face  with 
general  concepts  relevant  to  maintaining  satisfac- 
tory organ  and  tissue  perfusion  in  hypotension  and 
shock.  The  practice  of  partial  hemodiluticjii  re- 
ceived reassuring  information  from  animal  experi- 
ments, but  more  importantly  from  an  experience 
with  over  600  cases  in  which  partial  hemoclilution 
in  which  a mixture  of  blood  and  crystalloid  solids 
was  used  as  reported  by  Patou,  Roe,  Neville,  De- 
\V'’all,  Lillehei  and  others.^ 

It  was  only  natural  that  these  results  should  have 
been  extended  to  absolute  hemoclilution.  In  1961, 
Cooley,  et  al-  tried  this  method  in  seven  cases  of 
heart  surgery,  all  Jehovah  \Vitnes,ses.  One  patient 
died  from  post-operative  bleeding  but  the  condi- 
tion of  the  six  survivors  was  reported  as  excellent. 
Unfortunately  there  were  no  vital  organ  functions 
studied.  This  and  other  experiences  with  more 
marked  decrease  in  red  cell  mass  raised  the  cpies- 
tion  what  is  the  safe  level  of  hematocrit  which  a 
[tatient  can  tolerate  when  his  shed  blood  is  re- 
placed with  non-hematogenous  fluids. 

Such  inlormaticju  ccjuld  ha\e  a significant  bear- 
ing on  medical  practice  as  well  as  stirgery,  par- 
ticularly in  the  use  of  blood  transfusions  and  the 
emergency  treatment  ol  traumatic  and  heniorihagic 
shock.  I hese  cases  are  probably  more  common  than 
those  reejuiring  open  heart  surgery  and  are  ecpially 
subject  to  the  c oinjilications  Ironi  blood  traus- 
lusions  such  as  hemolytic  reactions,  alleigic  reac- 


tions and  sensitizations,  as  well  as  being  threatened 
with  viral  hepatitis  and  malaria.  Obviously  such 
transfusion  complications  would  be  eliminated  if 
expansion  of  blood  volume  could  be  achieved  with- 
out blcxicl.  INing  colloid  plasma  expanders  is 
known  to  be  hazardous  since  it  can  be  associated 
with  a hemorrhagic  diathesis.  Finally  there  is  the 
patient  who  has  a rare  blood  type  which  is  difficult 
or  impossible  to  cross-match  in  emergency  situa- 
tions. 

Ciollub  and  Bailey^  have  just  described  the 
unusual  challenges  in  management  of  patients 
during  the  operative  period  of  ojjen  heart  surgery 
and  during  the  post-ojjci  ative  period  particularly 
with  resjject  to  maintaining  projjer  fluid  balance. 
In  some  patients  they  used  the  extra-corporeal 
apparatus  with  minimal  balance  recpiirements  and 
in  short  cases  the  plastic  oxygenator  bag.  An  al- 
ternative was  the  use  of  the  newly  cleveloped 
“single-pass”  oxygenator  which  recpiires  only  1200 
m.l.  of  total  primary  fluid.  Heparin  antagonism 
when  jnesent  was  overcome  by  protamine  and 
after  complete  hemostasis  had  been  established  a 
judicious  jjorrion  of  the  extra-corporeal  circuit 
tvas  returned  to  the  patient  before  stopping  the 
pump  and  disengaging  the  circint. 

I he  determined  blood  volume  balance  was  .some- 
what lower  than  expected  after  one  to  two  hours 
j)ost-operative,  but  no  attempt  was  made  to  restore 
it  to  values  before  the  operation.  Furthermore, 
careful  watch  of  the  blood  pre.ssure,  pulse,  venous 
jtre,ssure,  urine  output  was  continually  monitored 
as  a guide  for  treatment.  Fluid  replacement  in  the 
first  12  hours  was  in  the  form  of  lactated  Ringer’s 
solution.  If  necessary  after  this  colloid  jjlasma  ex- 
pander -was  emjdoyed  to  prevent  hypotension  since 
there  was  a marked  tendency  for  hypovolemic 
shock  to  develop  via  excessive  urine  flow.  But  then 
the  hematocrit  began  to  rise.  W’ith  carefid  watch- 
ing there  was  no  real  difficidtv  in  the  maintenance 
of  a proper  Hind  balance.  A final  feature  was  the 
tendency  toward  hypokalemia  during  the  opera- 
tion and  in  the  post-ojierative  period  recpiiring 
potassium  sujiplcmentat ion  via  the  intravenous 
loute.  I’his  reversed  the  tendency  towards  jioor 
cardiac  function. 

1 here  were  certain  general  clinical  features 
shcjwed  by  all  patients:  apparent  absence  of  fear, 
large  volume  diuresis  jiroduced  by  fluid  admini.s- 
tration,  marked  mucous  membrane  jiallor  and 
cutaneous  pallor  in  the  jjost-operative  period.  All 
complained  of  weakness,  fatigue,  and  inability  to 
concentrate  and  the  average  hospital  stay  was  pro- 
longed by  about  a week. 

Certain  general  princi])les  emerge  from  this 
study  ill  a group  of  colunteers  who  experienced  a 
profound  reduction  of  red  cell  mass  in  the  face  of 
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major  surgical  trauma.  In  spite  of  severe  acute 
decrease  of  I)lootl  cell  mass  to  a hematocrit  of  20 
or  lower  this  did  not  jeopardize  survival  nor  pro- 
duce permanent  morbidity.  It  is  the  maintenance 
of  blood  volume  which  is  the  significant  factor  in 
j the  prevention  of  morbidity  and  mortality. 

I’he  final  question  for  us  physicians  is  whether 
this  experience  is  applical^le  to  the  treatment  of 
other  types  of  hypo\olemia  or  hemorrhage.  The 
hematocrit  value  decrease  to  20  or  lower  seems  well 
tolerated  even  following  major  trauma  and  when 
healing  is  not  adversely  aflected.  The  immediate 
volume  restoration  by  crystalloid  solutions  would 
apjjear  to  be  safe  and  practical  provided  careful 
attention  is  given  to  vital  signs  that  Golub  and 
Bailey  followed  so  successfully. 

But  what  happens  in  patients  who  have  ischemic 
hearts,  brains,  kidneys,  mesentery  is  quite  un- 
known, so  that  we  must  be  guarded  about  the 
physiological  advantages  of  blood  volume  replace- 
ment by  crystalloid  solutions  in  patients  with 
arterial  disease.  Then  we  must  not  forget  the  in- 
creased cost  incident  to  large  numbers  of  labora- 
tory estimations  as  well  as  the  prolonged  hospital 
stay.  Finally  we  still  need  to  know  how  long  post- 
hosj^ital  convalescence  is  prolonged  in  these 
patients  as  compared  to  others  whose  hematocrit 
was  kept  well  above  the  critical  levels  in  the  post- 
operative period  with  the  use  of  blood. 

L.H.N. 
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Imprinting  And  Primary 
Socialization 

Fhe  name  imprinting  has  been  given  to  the  pro- 
cess which  results  in  what  is  a lasting  identifica- 
tion of  parent  or  refuge.  The  term  critical  period 
defines  the  limited  span  in  early  life  during  which 
imprinting  is  possible.  Lorenz^  was  drawn  to  this 
phenomenon  after  he  had  occasion  to  allow  a num- 
ber of  geese  to  hatch  inside  his  home.  Here  he 
observed  them  during  the  first  days  of  life  and 
was  himself  their  only  living  contact.  He  released 
them  into  his  yard  and  admonished  them  to  find 
their  mother,  but  whenever  he  appeared  they  ran 
to  him  in  preference  to  their  own  parent. 

Not  only  geese  but  many  other  birds  have  during 
the  first  few  hours  of  life  the  same  compulsion  to 


give  attention  to,  and  follow,  a moving  object 
whidi  will  become  their  refuge  in  time  of  anxiety 
later  in  life.  This  following  reaction  reaches  its 
peak  at  a special  age  in  many  birds  being  1 1 to  14 
hours  in  ducks. 

The  imprinting  can  be  modified  by  many  factors 
such  as  the  making  of  a noise  which  is  a very 
effective  imprinting  object  for  a duck,  while  size, 
shape  and  appearance  of  the  object  is  less  so.  The 
strength  if  imprinting  seems  to  be  surprisingly  in- 
creased during  the  critical  period  by  interposing 
an  electric  shock  between  the  duckling  and  the 
moving  object.  The  critical  period  of  imprinting 
is  ended  by  the  emergence  of  a fear  reaction  at  the 
approach  of  a strange  person  or  object  when  llighl 
towards  the  imprinting  figure  takes  place  as  a 
refuge  and  protection. 

The  imprinting  phenomenon  is  found  in  oilier 
animals.  In  the  Iamb  it  occurs  during  the  first 
few  days  as  is  seen  from  the  rhyme  “Mary  had  a 
little  lamb”.  In  puppies  human  handling  socializes 
them  in  about  7 weeks.  The  wolf’s  imprinting 
period  ends  almost  as  soon  as  the  eyes  can  open. 
If  brought  into  human  company  before  this  they 
are  easily  domesticated.  If  his  eyes  open  upon  the 
mother  or  litter  mates  he  will  remain  a wild 
animal. 

The  social  identity  of  the  child  is  fostered  by 
mutual  stimulation  between  parent  and  oilspring. 
A goat  will  refuse  to  nurse  a newborn  kid  which 
has  been  removed  from  the  mother  for  40  minutes 
in  the  first  day  of  its  life.  The  mother  however  will 
nurse  any  kid  brought  to  it  immediately  after  de- 
livery. A lamb  returned  to  the  flock  after  a day 
or  two  in  human  company  will  be  promptly  re- 
jected by  the  flock  which  considers  the  addition 
alien  to  it.  It  is  an  example  where  imprinting  of  a 
human  is  poorly  tolerated  by  the  animal  flock.^ 

In  primate  socialization,  an  infant  monkey  raised 
with  a cloth  mother®  will  turn  to  it  as  a refuge  in 
time  of  anxiety,  but  when  they  grow  to  adulthood 
they  are  completely  incapacitated  for  social  and 
sexual  adjustment  in  a monkey  colony.  They  will 
take  positions  at  the  bottom  of  the  pecking  order 
and  neither  male  nor  female  is  able  to  carry  out 
effective  sexual  activity.  Occasionally  a normal  male 
may  impregnate  a female  who  has  been  raised  with 
a mother  surrogate  but  the  offspring  of  this  liaison 
has  a very  hard  time.  The  mother  proves  incap- 
able of  giving  what  for  a long  time  we  have  felt 
was  instiirctually  determines  normal  maternal  care. 
The  emotionally  damaged  mother  fights  off  the  in- 
fant’s approaches,  refuses  to  nurse  him  and  in 
other  ways  indicates  that  the  deprivation  of  her 
own  infancy  has  made  her  into  a bad  mother. 

If  the  infant  survives  he  may  turn  out  surpris- 
ingly well  despite  his  mother’s  abusive  care.  Even 
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il  ;i  monkey  is  raised  with  a moihcr  surrogale,  il 
(an  he  Inouglil  nearly  to  normal  limction  in  llie 
(olony  by  as  lillle  as  a lew  minutes  each  day  oi 
inleradion,  romping  or  playing  with  other  mon- 
keys ol  their  own  age.  I’his  exposure  to  active 
memhers  ot  the  same  species  leads  to  learning  ol 
social  and  sexual  roles. 

I he  imprinting  prtKess  is  the  most  primitive 
identilication  hy  the  young  animal  ol  the  sjiecies 
to  which  he  belongs  and  to  which  he  will  turn  lor 
cooperative  memhers  in  those  varieties  ol'  social 
i 11  tei action  which  are  typical  ol  the  species.  Once 
an  animal  is  imprinted  it  will  hold  on  with  great 
tetiacity  to  the  ellects  ol  primary  sociali/ation. 

rite  counterpart  ol  primary  socialization  in  man 
is  not  yet  clear.  We  know  that  during  the  first  lew 
weeks  or  months  ol  lile  the  inlant  identifies  the 
human  form  oi  the  people  who  will  give  him  care 
and  that  hy  six  months  he  has  precisely  identified 
the  human  form  ol  the  people  who  will  give  care 
and  especially  the  one  important  jrerson,  usually 
his  mother,  d'he  earliest  and  most  imjrortant  stage 
hy  five  to  eight  weeks  is  the  baby’s  first  smile  sure 
to  he  answered  hy  a healthy  mother  with  returning 
smile.  The  interplay  between  mother  and  inlant 
goes  on  apace  and  hy  six  months  the  inlant  be- 
gins to  show  anxiety  rvhen  his  mother  leaves  his 
sight,  d'his  is  a favorite  time  lor  sleep  problems  to 
make  their  appearance.-  d’hc  approach  ol  strangers 
now  is  anxiety  provoking.  This  seems  to  he  the 
counterpart  ol  the  anxiety  at  the  approach  ol 
others  which  terminates  the  critical  period  ol  im- 
printing in  certain  other  animals.  It  may  he  said 
that  the  period  ol  primary  socialization  in  man 
extends  Irom  six  weeks  to  six  months  and  that 
these  are  the  critical  months. 

Primary  socialization  doesn’t  ahvays  occur 
smoothly  and  in  fact  it  can  he  profoundly  disturbed 
or  modified.  Provence  and  Liptoid  have  called  at- 
tention to  the  lact  that  infants  without  individual 
care  in  institutions  did  not  thrive  clevelopmentally 
when  comj>arecl  to  others  whose  hist  three  months 
ol  lile  were  spent  under  adoptive  care.  Some  of  the 
developmental  difliculties  could  he  restored  il  the 
infants  were  placed  in  adoptive  homes  alter  one 
year.  However  there  remained  severe  residual  el- 
lects at  five  to  six  yetirs  of  age  in  the  cjuality  ol 
their  adaptation  to  social  reejuirernents  and  in  the 
meaninglid  give  and  take  with  others.  Blunted  was 
their  capacity  for  imagination  and  lor  the  enjoy- 
ment ol  creative  acti\ity. 

J'his  understimulation  of  the  inlant  which  im- 
pairs socialization  has  been  called  “privation”. 
Ecjually  devastating  may  be  the  interruption  ol  a 
process  of  healthy  socialization  hy  death  or  removal 
ol  a parent  or  parent  substitute.  A child  deprived 
ol  maternal  care  may  go  through  stages  of  immedi- 


:ite  piotest,  a more  prolonged  depression  and  final 
“detac  hment”  and  only  a degree  ol  ;idaptat  ion.^‘ '' 
.Many  children  who  h;ive  readjusted  to  such  lo^s 
have  paid  a heavy  price  lor  it. 

Bowlhy"  called  attentican  to  this  phenomenon 
alter  examination  ol  the  histories  ol  a group  ol 
adolescents  in  troidtle  who  came  from  had  homes 
;mcl  h;id  obviously  defective  socialization.  I'he  chief 
leat tires  .seemed  to  he  an  incapacity  lor  interper- 
sonal feeling  (the  “allec  tionless  child”),  impulsive 
behavior,  poor  school  achievement  in  spite  of  an 
aclecjuate  intellect,  and  stealing,  often  with  sur- 
prisingly little  concern  at  being  caught.  I'his  in- 
creased awareness  ol  the  importance  ol  privation 
and  maternal  deprivation  have  led  to  modification 
ol  adoption  procedures  and  pctlicies  in  many  areas. 

Realizing  the  character  disorders  and  loss  ol  feel- 
ing and  imagination  which  comes  from  improper 
primary  socialization,  we  are  in  a position  to  ask 
some  searching  questions  in  the  cpiest  lor  maximum 
utilization  and  development  ol  our  human  ma- 
terial. How  can  we  best  promote  arrangements  lor 
newborn  infants  and  their  mothers  to  receive  re- 
ciprcxal  stimulation  necessary  lor  optimal  growth? 
Is  there  any  dilution  of  the  maternal  role  which  re- 
sults from  her  wenk  outside  the  home?  Il  socializa- 
tion like  imprinting  is  strengthened  during  a criti- 
cal ])criod  in  infancy  hy  some  anxiety,  how  favor- 
able is  this  to  the  idtimate  luncticjns  as  the  child 
grows  cjlder.-'  \Vhat  are  the  early  needs  ol  human 
children  lor  contact  with  cjthers  of  their  own  age 
in  and  out  ol  home,  etc.,  etc. 

It  is  clear  that  we  physicians  have  much  to  do 
to  encourage  relationships  between  parents  and 
infants  so  as  to  maximally  use  our  knowledge  in 
promoting  healthy  socialization.  Some  of  this 
knowledge  has  come  to  us  from  animtd  work  and 
we  can  see  that  much  ol  human  behavior  has  dee]) 
biological  roots. 

L.H.N. 
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When  the  otherwise  normal,  healthy  patient  complains 
of  discomfort  and  backaches,  many  doctors  suggest  a 
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you  find  backache  brought  on  by  poor  sleeping  posture, 
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jve  had  with  Sealy  Posturepedic.  In  countless  cases,  they 
have  found  Posturepedic  truly  helps  be- 
cause it  provides  essential  firm  support. 
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most  beneficial,  helps  keep  the  spine  in  line  and  tends  to 
reduce  muscle  tension. 
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Walking  Through  Angina 

rhcre  is  great  variability  in  exercise  tolerance 
among  patients  with  coronary  artery  disease  (CAD) 
who  suiter  from  angina  pectoris  (AP).  In  some  the 
increased  exercise  tolerance  depends  on  a preced- 
ing episode  of  exercise  induced  AP.  Phe  most  com- 
plete expression  of  this  phenomenon  is  the  ptitient 
who  is  able  to  overcome  an  attack  of  AP  by  per- 
sisting in  the  precipitating  elfort  until  the  pain 
disappears.  After  the  sidtsidence  of  the  pain  the 
])atient  can  continue  the  exercise  without  clistre,ss. 
•\  cla.ssical  clescrijJtion  cjf  this  phenomenon  is  found 
in  :i  letter  to  W'illiam  Heljerden  by  an  unknown 
patient:  “f  have  frecjuently,  when  in  company, 
home  the  pain  and  continued  my  pace  without  in- 
dulging it;  at  which  time  it  has  lasted  from  live  to 
perhaps  ten  minutes  and  then  gone  oil”.’  This 
phenomenon  resembles  the  occurrence  of  “second 
wind”  in  athletes  and  described  as  “walking 
through  one’s  angina.” 

.\  very  common  manifestation  of  this  phenome- 
non occurs  often  in  the  morning  when  a patient 
alter  being  brought  to  a halt  one  ctr  more  times 
by  his  angina,  is  sidrsecjuently  able  to  resume  the 
same  ellort  and  continue  it  indefinitely  without 
discomfort.  It  .seems  to  resemble  the  improved  per- 
foiinance  of  an  athlete  after  he  is  thoroughly 
warmed  iij).  .Some  have  termed  it  “first  hole  AP 
when  occurring  during  a round  of  golf.  Osier  de- 
scribed such  a patient  in  1897.-  Wenkebaclv^  intro- 
duced the  term  “loter  punkt”  to  describe  that  point 
during  effort  when  the  subject  feels  like  clving  be- 
lore  he  gets  his  “second  wind”.  In  fact  it  is  not  at 
all  uncommon  to  discover  this  phenomenon  in 
patients  if  they  are  specifically  asked  about  it. 

.\s  one  might  expect  differences  would  ajipear 
in  the  literature  about  this  phenomenon  depend- 
ing u]xm  the  patient  studied.  .Some  held  that  if  the 
amount  of  exercise  remains  the  same  the  first  at- 
tack of  .\P  will  not  make  easier  the  second  one. 
Others  found  cases  in  which  this  jdicnomenon  did 
exist  and  was  similar  to  the  effect  of  nitroglycerin 
in  improving  exercise  tolerance  in  AP.  Price’’  found 
however  that  one  in  every  five  sulijects  with  .\P 
were  of  this  type  if  the  possibility  were  kept  in 
mind  during  history  taking. 

Mac.Mpin  and  Kattu.s-’’  report  on  their  studies  of 
\2  patients  of  this  type.  They  made  them  walk  on 
a treadmill  to  keep  exercise  steady.  I'hey  monitored 
the  electrocardiogram  and  in  some  jiatients  they 
studied  the  coronary  arteries  by  cinecoremaryan- 
giography.  Six  of  the  patients  had  noticed  the  phe- 
nomenon of  walking  through  angina  or  improving 
their  exercise  tolerance  after  “warming  up”.  Of  the 
eight  sulijects  in  this  group  four  had  frank  oc- 
clusions, with  clear  evidence  of  collateral  channels. 


I hree  had  strategically  placed  stenotic  lesions  but 
no  frank  occlusion  and  no  collateral  circulation  had 
developed  while  one  case  showed  both  types.  The 
ohservation  on  these  patients  clearly  indicate  that 
some  patients  with  AP  have  a capacity  to  aclajH  in 
a way  which  permits  improvement  in  exercise 
tolerance. 

I he  mechanism  underlying  the  ])hencjmenon  of 
walking  through  an  anginal  attack  or  of  getting 
warmed  up  by  a previous  anginal  attack  has  pro- 
found implications  in  our  apjuoach  to  the  manage- 
ment of  these  cases.  The  “walk  through”  phe- 
nomenon in  MacAlpin  and  Kattus  patients  occurred 
during  a steady  state  of  heart  rate  and  arterial  pres- 
sure and  therefore  is  unlikely  to  be  clue  to  a de- 
crease in  cardiac  work  and  oxygen  need  since  we 
know  that  heart  rate  and  blcwcl  pressure  are  major 
determinants  of  myocardial  oxygen  need.”  It  must 
therelore  be  clue  to  increased  myocaiclial  l)loocl  flow 
and  reduced  lactic  acid  and  other  metabolite  ac- 
cumidation  in  the  mycjcardial  cell. 

Prom  the  physiology  of  the  warming  np  process, 
we  have  learned  that  initial  contraction  of  mus- 
cles are  more  largely  anerobic  with  the  residt  that 
tvaste  products  accumulate.  V^ery  cpiickly  however 
local  \'essels  dilate,  blood  Hows  through  faster  ;incl 
venous  retttrn  increases.  Cardiovtiscidar  compensa- 
tions occur,  all  of  which  sup|)ly  larger  volumes  of 
oxygen  to  muscles  and  heart.  This  creates  more 
favorable  conditions  for  diffusion  of  CO.  and  lactic 
acid  out  of  muscle  and  cardiac  cells.  It  could  very 
well  be  that  in  CAD  lactic  acid  accumulates  too 
readily  in  myocardial  cells  under  the  demands  of 
certain  amounts  of  exercise  and  that  local  vasodila- 
tation in  hearts  capable  of  it,  which  results  from 
the  exercise,  is  what  brings  the  anginal  pain  to  an 
end  as  exercise  proceeds. 

I’he  presence  of  some  form  of  adaptation  to  ex- 
ercise would  therefore  seem  therapeutic  with  prog- 
nostic implications  as  well.  P'ive  of  the  jxitients 
showed  striking  improvement  in  anginal  symptoms 
and  exercise  tolerance  ■while  on  a program  of  regu- 
lar walking  exercise.  \V^hat  tvas  ecjually  important 
was  that  in  two  patients  who  were  allowed  to  lapse 
in  their  exercise  training,  their  tolerance  for  ex- 
ercise worsened  again.  Furthermore,  the  |3atients 
who  exhibited  adaptation  to  exerci.se  were  the  ones 
most  likely  to  benefit  b\  a therajieutic  exercise 
program.  This  is  another  way  of  stating  that  by 
exercise  training  one  can  discern  those  patients 
sidlering  Irom  AP  whose  coronary  vessels  retain  an 
inherent  capacity  to  dilate  and  perhaps  develop 
collateral  circulation. 

from  psychological  point  of  view  exercise  train- 
ing in  .\P  is  a way  of  [troving  to  such  patients  that 
their  exercise  capacity  is  actually  better  than  they 
had  supposed  and  that  graded  exercise  is  an  ex- 
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Posed  by  professional  model 


I’m  supposed  to  get  up 
and  do  things? 

With  my  heart? 


It’s  entirely  natural — and  may  even  be  desirable — for  the  cardio- 
vascular patient  to  be  somewhat  anxious  about  himself. 

But  when  anxiety  leads  to  unreasonable  self-imposed  limitations 
and  restrictions  . . . when  it  aggravates  cardiovascular  symptoms 
. . . when  it  interferes  with  restful  sleep,  measures  to  help  alle- 
viate the  anxiety  are  probably  in  order. 

One  measure,  of  course,  is  reassurance.  Another,  adjunctive 
measure,  is  Equanil  (meprobamate). 

Over  a decade  of  experience  has  shown  that  Equanil  (mepro- 
bamate) is  generally  well  tolerated  as  well  as  effective.  Side 
effects  are  usually  limited  to  transient  drowsiness;  serious, 
therapy-interrupting  side  effects  are  rare. 


Cautions;  Carefully  supervise  dose  and 
amounts  prescribed,  especially  for  patients 
prone  to  overdose  themselves.  Excessive  pro- 
longed use  may  result  in  dependence  or 
habituation  in  susceptible  persons— as  ex- 
addicts, alcoholics,  severe  psychoneurotics. 
After  prolonged  high  dosage,  drug  should  be 
withdrawn  gradually  to  avoid  possibly  severe 
withdrawal  reactions  including  epileptiform 
seizures.  Side  effects  include  drowsiness  and, 
rarely,  allergic  or  idiosyncratic  reactions. 
These  reactions,  sometimes  severe,  can  devel- 
op in  patients  receiving  only  1 to  4 doses  who 
have  had  no  previous  contact  with  meproba- 
mate, Mild  reactions  are  characterized  by  urti- 
carial or  erythematous  maculopapular  rash. 
Acute  non-thrombocytopenic  purpura  with 
petechiae,  ecchymoses,  peripheral  edema  and 
fever  have  been  reported.  Meprobamate 
should  be  stopped  and  not  reinstituted.  Severe 
reactions,  observed  very  rarely,  include  angio- 
neurotic edema,  bronchial  spasms,  fever,  faint- 
ing spells,  hypotensive  crises  (1  fatal  case), 
anaphylaxis,  stomatitis  and  proctitis  (1  case) 
and  hyperthermia.  Warn  patients  of  possible 
reduced  alcohol  tolerance.  Should  drowsiness, 
ataxia,  or  visual  disturbances  occur,  dose 


should  be  reduced.  If  symptoms  persist,  pa- 
tients should  not  operate  vehicles  or  danger- 
ous machinery.  A few  cases  of  leukopenia, 
usually  transient,  have  been  reported  following 
proionged  dosage.  Other  biood  dyscrasias — 
aplastic  anemia  (1  fatal  case),  thrombocyto- 
penic purpura,  agranulocytosis  and  hemolytic 
anemia— have  occurred  rarely,  almost  always 
in  the  presence  of  known  toxic  agents.  One 
fatal  case  of  bullous  dermatitis  following  inter- 
mittent use  of  meprobamate  with  prednisolone 
has  been  reported.  Prescribe  very  cautiously 
for  patients  with  suicidal  tendencies.  Suicidal 
attempts  should  be  treated  with  immediate 
gastric  lavage  and  appropriate  supportive 
therapy. 

Contraindications:  History  of  sensitivity  to 
meprobamate. 

Composition:  Tabiets,  200  mg.  and  400  mg. 
meprobamate.  Coated  Tablets,  Wyseals® 
Equanil  (meprobamate)  400  mg.  Continuous- 
Release  Capsules,  Equanil  L-A  (meproba- 
mate) 400  mg. 

American  Hospital  Formulary  Service  Cate- 
gory No.  28:16.08 
A quality  controlled  product  of 
Wyeth  Laboratories  Philadelphia,  Pa. 


to  help  relieve  anxiety  and  tension  occurring 
alone  or  secondary  to  organic  disease 


(ellcnt  melluxl  by  which  to  improve  the  (oroiiary 
( ii(  iilat ion  and  pioniolc  Ini  lliei  rehabilitation. 
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Stages  In  Memory  Storage 

“Nature  is  noiohere  accustomed  more  openly  to 
display  her  secret  mysteries  than  in  cases  where  she 
shows  traces  of  her  workings  apart  from  the  beaten 
path.  ...  ...  .For  it  has  been  foiuid  in  almost 

all  things  that  what  they  co)itain  of  useful  or  ap- 
plicable )iature  is  hardly  perceived  sinless  we  are  de- 
prived. of  them  or  they  become  deranged  in  some 
way.—Nir  William  Harvey. 

Shiittleworth^  in  the  space  ol  one  year  has  seen 
patients,  I’onr  during  an  attack,  lasting  lor  a period 
of  hours,  in  which  there  occurs  a siuUlen  loss  ol 
ability  to  lay  down  lasting  memory  ol  any  kind. 
Dining  the  attack  there  are  no  other  neurological 
impairments  and  all  jiatients  recovered  completely. 
This  opens  np  a whole  new  increasing  interest  in 
the  nature  ol  memory  and  makes  it  ptxssihle  to 
specnhite  on  some  aspects  of  the  normal  memory 
process. 

Dining  the  period  of  amnesia  an  ajiparently  nor- 
mal person  shows  a gla.ssy  stare,  feels  slightly  dizzy 
;nul  staggers  somewhat.  During  the  next  .several 
hours  he  is  oriented  as  to  person  and  place,  but  like 
a broken  phonograph  record,  he  asks  what  hap- 
pened?—what  happened  this  morning,  w'hat  time  is 
it,  wdiat  day,  what  date?  He  remembers  not  tlnit 
the  doctor  examined  him,  sent  him  to  the  hospital. 
He  had  had  no  drugs  or  alcohol,  no  previous  such 
experience,  no  neurological  deficits,  no  hyperten- 
sion. He  lost  his  memory  at  9 A.M.  but  his  digital 
span  w'as  normal,  writing  w’as  unaffected.  Dining 
the  succeeding  few  hours  memory  function  began  to 
return  and  by  evening  he  wais  considered  normal. 
Four  months  later  he  still  had  complete  amnesia 
for  a number  of  the  hours  after  onset  of  the  attack. 
There  was  no  recurrence. 

This  syndrome  which  has  been  termed  'Fransient 


(dobal  Amnesia  is  probably  more  common  than 
one  would  suppose  from  reading  the  literature,-  is 
obviously  a definite  and  easily  recogniztilile  eniilv. 
In  common  with  findings  in  othei  amneslii  syn- 
diomes  such  as  that  occiniing  in  the  first  stage  of 
anesthesia,  Korsakoffs  .syndrome,  neoplasms,  seizure 
discharges,  encephalitis  or  infarction  involving  the 
hippotamp;d  region,  these  patients  retain  both  re- 
mote and  immediate  memory  functions  throughout 
the  attack.'^  The  preservation  of  immediate  memory 
makes  possible  the  patients  ability  to  continue  to 
fuiution  in  a reasonably  capable  fashion.  He  can 
lor  instance  carry  on  intelligent  conversation,  drive 
his  car,  dial  the  telephone  or  transcribe  figures  at 
work.  "Fhe  ctirdinal  defect  is  the  total  inability  to 
record  histing  memory  traces  so  that  perce])tions 
;ind  experiences  occurring  during  the  ;ittack  though 
held  briefly  in  immediate  memory  are  then  lost 
forever. 

If  these  patients  retain  immediate  memerry,  that 
is  one  lasting  for  a second  to  one  minute  and  re- 
mote or  long  term  memory  lasting  perhaps  a life 
time,  but  have  lost  recent  or  short  term  memory,  it 
appears  that  we  might  think  caf  the  memory  jtro- 
cess  as  a trijihasic  jn'oeess.  I'his  permits  us  to  specu- 
late on  the  biomedical  basis  of  meinoiy  which  bio- 
meclictil,  neurosurgical,  and  psychological  invest i- 
giition  h;ive  been  pursuing  since  Korsakoff’s  obser- 
vation in  1887. 

Experiments  on  mice^  have  revealed  three  phases 
in  memory.  One  extends  for  a number  of  minutes. 
Fhe  second  phase  which  is  inhibited  by  substances 
that  jnevent  protein  synthesis  (puromycin)  may  ex- 
tend for  several  clays.  I’he  third  phase,  or  long  last- 
ing, wdiich  can  be  interfered  with  only  by  more 
diffuse  intracerebral  chunage.  As  one  ascends  the 
jzhylogenetic  scale  the  duration  of  these  pluses 
becomes  shorter  but  the  schema  mentioned  tibove 
can  also  characterize  the  human  process. 

In  the  short  term  process  there  is  first  transcrip- 
tion of  an  electrical  stimulus  within  a neuronal 
network  which  is  then  converted  into  a stable 
macromolecular  form  invcrlving  synthesis  of  a 
coded  protein.®  This  proce.ss  is  short.  The  second 
phase  involves  storage  of  these  engrains— long  term 
memory. 

In  the  third  phase  we  have  reccFgnized  a recall  or 
readout  mechanism  jiresnmably  by  transduction 
back  to  electrical  neuronal  activity  triggered  by  an 
ajipropriate  stimulus. 

Fhe  span  of  immediate  memory  could  be  affected 
by  spontaneous  decay  of  the  trace  or  by  external 
interference  with  the  trace  by  new'  memory  in- 
formation. The  trace  might  become  inaccessible 
so  that  there  is  a failure  in  the  readout  process, 
ddiere  then  might  be  competition  from  previous  or 
subsequent  learning.  Trace  interference  in  im- 
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In  peptic  ulcer... 

antacid 


therapy 

a 

new 

benefit 


CONTAINS  A BALANCED 
COMBINATION 
OF  THE  MOST  WIDELY 
USED  ANTACIDS- 
FOR  RAPID 
NEUTRALIZATION. 

PLUS  SIMETHIOONE— 

TO  CONTROL 
THE  FAOTOR  WHIOH 
ANTACIDS  ALONE 
CANNOT  INFLUENOE. 


■ In  Mylanta,  aluminum  and  magnesium  hydroxides  are 
balanced  to  minimize  the  chance  of  constipation  or  laxation 
and  still  achieve  rapid  acid  neutralization  and  pain  relief. 

■ The  positive  action  of  simethicone  helps  relieve  the  pain- 
ful gas  symptoms  which  often  accompany  the  peptic  ulcer 
syndrome. 

■ The  nonfatiguing  flavor  and  smooth,  nongritty  consistency 
of  tablets  and  liquid  encourage  continued  patient  coopera- 
tion during  long-term  therapy. 


Composition:  Each  Mylanta  chewable  tablet  or  teaspoonful  (.5  ml.) 
of  liquid  contains:  magnesium  hydroxide,  200  mg.;  aluminum  hydrox- 
ide, dried  gel,  200  mg.;  simethicone,  20  mg.  Dosage:  one  or  two  tab- 
lets, well  chewed  or  allowed  to  dissolve  in  the  moutli,  or  one  or  two 
teaspoonfuls  of  liquid  to  be  taken  between  meals  and  at  bedtime. 


The  Stuart  Company,  Pasadena,  California 
Division  of  Atlas  Chemical  Industries,  Inc. 
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mediate  memory  decay  seems  to  increase  wiili  aging 
and  may  be  one  of  the  main  factors  in  tlie  memory 
impairment  of  advancing  age,  along  with  deteriora- 
tion of  voluntary  recovery  (readout)  of  stored  ma- 
terial. Most  experimental  and  clinical  estimates  of 
the  duration  of  immeditite  memory  in  man  and 
primates  varies  between  a few  seconds  and  a minute 
depending  upon  the  information  received. 

I he  neural  basis  of  immediate  memory  must  be 
extremely  complex  for  it  involves  ]);ithways  Ite- 
tweeti  cortex  and  thalamus  lor  a lavoral)le  response. 
II  the  information  is  meaningful  it  may  be  re- 
corded for  more  permanent  storage,  a function  of 
the  .second  stage  of  memory.  Selective  modalities  of 
memory  lunction  can  be  abolished  ex|jeriment;dly 
by  bilateral  ablation  of  appropriate  areas  of  the 
cortex.  Ablation  of  the  anterior  |)ortion  of  the  first 
and  second  temporal  convolution  will  eliminate 
auditory  memory  within  one  second  of  a presenta- 
tion of  stimulus  while  leaving  visual  memory  in- 
tact. Vhsual  memory  can  be  destroyed  by  ablating 
the  posterior  portion  of  the  second  and  third  tem- 
poral convolution. 

Immediate  memory  w;is  lound  to  l)e  normal  by 
Drachman  and  Arbit'®  in  patients  with  bilateral 
hippocampal  lesions,  l)ut  severe  impairment  in  pa- 
tients with  short  term  memory  losses  in  the  case 
described  above.  I’he  block  in  this  patient  then 
probably  occurred  iti  a region  of  the  brain  in- 
volving also  the  hippocampal  :irea  and  involving 
loss  of  protein  synthesis  activity  in  these  s])ecific 
neurones. 

Penfielcl  and  Pirot®  have  exhaustively  investi- 
gated the  relationship  of  large  portions  of  the  tem- 
poral cortex  to  the  readc:>ut  mechanism.  Remote 
memory  which  is  not  affected  in  the  patients  with 
temporary  short  term  memory  loss  is  probably  for 
the  lifetime  of  the  individual.  Its  readout  mechan- 
ism (voluntary  recall)  seems  to  lie  the  limiting  fac- 
tor for  all  jiiactical  purposes. 

It  .seems  clear  from  an  analysis  of  the  character- 
istic manifestations  of  the  permanent  memory  loss 
in  the  second  phase  of  memory  exhibited  by  the 
patient  described  above  that  human  memory  can 
be  clinically  separated  into  at  least  three  recording 
stage.s,  each  of  which  has  its  own  recall  mechanism 
as  an  integral  feature  of  each  stage. 

I..ll.\. 
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Approaching  The  Cancer  Problem 

Past  year  830,000  persons  were  under  treatment 
lor  cancer  and  there  were  540,000  new  ca.ses.  This 
means  that  ctne-fonrth  of  all  jjeojtle  now  alive  will 
be  found  to  have  cancer  during  their  lifetime.  In 
the  male,  cancer  of  the  skin,  lung,  and  prostate 
have  about  ecjual  distributitju.  In  the  female  21.6 
j)er  cent  is  breast  cancer,  13  per  cent  uterine  and  1 1 
jjer  cent  intestine.  Furtheiinore  the  five  year  survi- 
val rate  has  not  changed  much,  still  being  about 
50  |>er  cent  in  female  breast  cancer,  90  per  cent  in 
skin  but  has  increased  somewhat  in  uterine  cancer. 
Furthermore  the  concept  of  a five  year  cure  is 
fallacious  because  several  kinds  ol  cancer  continue 
to  take  their  toll  after  five  years. 

1 hese  stark  figures  leave  little  basis  for  ojjtimism 
that  the  results  of  surgery  and  radiation  will  be 
markedly  altered  in  the  future.  Many  have  even 
begun  to  doubt  that  earlier  and  more  radical  opera- 
tion and  radiation  can  save  50  per  cent  instetid  of 
the  jn'e.sent  33  j^er  cent  now  cured.  Our  goal  ob- 
viously is  to  cure  with  elimination  of  suffering  and 
the  mutilation  that  jnesent  therajjy  entails.  Fhis 
requires  on  the  one  hand  ])ro|)hylactic  measures, 
and  on  the  other,  medical  ajqnoaches  to  eliminate 
and  arrest  already  established  neoplastic  disease. 

Pro|>hylactic  measures  do  not  mean  merely  early 
recognition  of  existing  cancer  but  also  recognition 
of  the  causes  of  cancer  and  knowledge  as  to  recog- 
nition of  the  causes  and  success  in  elimitiating 
them.  We  have,  for  examjde,  as  a profession  been 
too  cavalier  in  dealing  with  well  substantiated  data 
relating  lung  cancer  to  cigarette  smoking.  So  have 
the  lay  public.  I’o  be  sure  there  are  large  vested  in- 
terests making  a j)rofit  out  of  it  such  as  the  tobacco 
raising  farmers,  the  cigarette  com|)anies,  the  ad- 
vertising media  and  even  the  government  itself. 
Matters  of  this  kind  vitiates  all  our  eflorts  to  spread 
the  truth  about  this  dangerous  habit  and  make 
more  urgent  the  search  for  therapeutic  measures. 

The  chemotherapeutic  agents  that  are  commonly 
emjjloyed  such  as  nitrogen  mustard,  chlorambucil, 
cyclophosjihamicle,  busulfan  are  Aviclely  used  in 
tumors  of  blood  elements  and  methotrexate  in 
choriocarcinoma.  Nevertheless  we  must  think  of 
the  toxicity  and  lethality  to  the  jxttient  of  these 
agents  as  Avell  as  benefits  achieved  from  chemother- 
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apy.  In  the  first  place,  the  absence  of  other  therapy 
such  as  surgery  and  radiation  and  the  dire  straits 
of  the  patient  are  not  adequate  reason  to  employ 
chemotherapy.  Rather  must  we  weigh  the  possible 
benefits  which  must  be  sufficient  to  justify  the  risks 
of  drug  toxicity  with  its  consec[uences  of  increased 
suffering,  lengthened  hospitalization  or  even  mor- 
tality. Hiatt^  points  out  that  in  cancer  treatment 
it  is  most  often  correct  to  decide  not  to  use  the  most 
recently  described  drug. 

However,  the  decision  not  to  treat  a cancer 
patient  tvith  drugs  does  not  mean  we  should  neglect 
or  abandon  the  patient  or  his  family.  We  all  know 
that  under  circumstances  the  highest  qualities  of 
humanity  and  compassion  are  recpiired  from  the 
physician. 

'Whth  the  drugs  presently  available,  life  can  be 
prolonged  in  but  a small  minority  as  in  choriocar- 
cinoma and  Burkett’s  lymphoma  found  in  African 
children.  In  these  chemotherapy  is  the  approach  of 
choice.  In  a larger  number,  suffering,  invalidism 
and  hospitalization  can  be  significantly  reduced 
but  even  then  tve  achieve  no  more  than  a temporary 
remission.  Frecpient  palliation  can  be  obtained  in 
leukemia,  Hodgkins,  lymphosarcoma.  Much  less 
frequent  palliation  is  achieved  in  some  and  none 
in  lung,  pancreas,  renal  cell,  melanoma,  hepatoma, 
bladder  cancer  and  cancer  of  the  uterine  cervix. 
Prostatic  cancer  can  be  held  in  check  better  by 
orchiectomy  than  by  estrogen  and  occasionally 
breast  cancer  by  large  almost  untolerated  doses  of 
stilbestrol  and  by  non  virilizing  androgens.  The 
usefulness  and  deficiencies  of  our  present  chemo- 
therapeutic armamentorium  underscores  the  urg- 
ency of  continuing  cancer  research. 

Hiatt  points  out  that  there  is  no  known  genetic 
or  non  genetic  aberration  which  is  common  to  all 
forms  of  cancer,  Irut  we  can  recognize  several  wide- 
spread defects.  One  is  a loss  of  contact  inhibition, 
tvhich  is  manifested  by  certain  mammalian  cell 
lines  in  tissue  culture  when  they  have  undergone 
neoplastic  transformation.  Normal  diploid  cells  in 
tissue  culture  move  actively  on  the  surface  of  the 
culture  \essel  until  they  come  in  contact  with  each 
other  at  which  time  locomotion  and  further  growth 
ceases.  'I’he  same  cell  transferred  into  another  cul- 
ture medium  again  begins  to  move,  grow  and  again 
on  contact  with  another  cell,  ceases  locomotion 
and  growth.  Malignant  cells  do  not  exhilnt  contact 
iidiibition  ljut  continue  to  grow'  and  multiply  un- 
inhibited by  contact.  What  can  it  be  that  holds  re- 
production in  check  in  the  normal  cell  and  that 
allow's  reproduction  and  growuh  to  proceed  in  the 
malignant  cell. 

Several  mechanisms  might  here  be  operative  such 
as  altered  host  DNA,  introduction  of  new  DNA  or 
RNA  l)y  a \irus  or  other  agent  and  finally  a cyto- 


plasmic change  in  the  membrane  itsell.  This  last 
would  be  a non-chromosomal  genetic  change  which 
has  several  precedents;  such  as  profound  changes 
that  take  place  in  bacterial  cell  wall  that  replicate 
themselves;  cell  surface  changes  in  paramecium 
occur  as  a result  of  environmental  changes  inde- 
pendent of  chromosonal  alterations  that  are  heri- 
table for  many  generations.  Finally  in  higher  organ- 
isms the  events  of  differentiation  lead  to  extra- 
ordinarily variable  characteristics  in  cells  all  hav- 
ing the  same  genome  and  yet  each  capable  of  re- 
producing itself  such  as  a liver  cell. 

The  process  of  differentiation  from  a fertilized 
egg  to  a variety  of  cells,  although  stable  may  in  fact 
be  reversible  iq^  to  a rather  late  stage  and  this 
encourages  us  to  hope  that  some  cancers  may  be 
susceptible  of  reversion  to  the  normal  state,  if  we 
oidy  understood  the  mechanism  of  diflerentiation. 
FInravelling  this  mystery  could  have  profound  im- 
plications for  an  understanding  of  cancer. 

The  history  of  recent  advances  in  chemotherapy 
justifies  extensive  screening  programs  to  find  new' 
and  better  anticancer  drugs.  It  is  not  really  neces- 
sary to  know'  how  a drug  acts  before  we  use  it,  as 
witness  jienicillin  and  introduction  of  antifolates. 
We  knew'  that  penicillin  killed  organisms  before  we 
knew'  that  it  prevented  cell-w'all  synthesis  by  the 
bacterium.  The  antifolates  follow'ed  Father’s  as- 
tute recognition  that  folic  acid  caused  leukemia  to 
accelerate  its  progress. 

When  all  this  has  been  said  we  must  recognize 
that  the  chemotherapeutic  approach  to  cancer  cure 
has  been  disappointing  in  its  yield  of  useful  drugs. 
Clearly  we  should  have  a chemotherapeutic  agent 
that  inhibits  tumor  grow'th  before  host  toxicity 
occurs.  For  this  w'e  w'ould  have  to  know  more  about 
how'  these  drugs  exert  their  anti-tumor  effect  in  a 
selective  fashion,  then  perhaps  w'e  could  exploit 
present  agents  better  and  design  more  effective 
ones.  Finally  there  is  the  need  to  understand  better 
the  phenomenon  of  drug  resistance  and  even  com- 
bining drug  therapy  and  varying  schedules  of  drug 
administration. 

When  we  consider  the  present  state  of  cancer 
iherajiy  and  cancer  research  we  recognize  that 
enqjirical  research  of  high  quality  is  essential.  At 
the  same  time  w'e  need  to  know'  far  more  about 
normal  and  abnormal  cellular  mechanisms.  Only 
then  can  tve  hope  to  concpier  this  dread  disease. 
The  amount  of  basic  information  yet  to  Ite  ac- 
quired is  enormous  and  until  w'e  do  this  universal 
cancer  control  will  not  be  available  and  until  we 
do,  it  seems  senseless  to  engage  in  indiscriminate 
cancer-cure  crash  programs. 

L.H.N. 
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For  the  past 
two  years 
there’s  been 
one  new  case 
of  active  tuberculosis 
reported  for  every 
four  thousand 
of  U.S.  population. 


His  time 
to  tine. 


Tuberculin, 
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Treatment  Of  The  Rheumatoid  Hand: 
Metacarpo-Phalangeal  Joints^ 


James  A.  Albright,  M.D.  and  Donald  A.  Nagel,  M.D. 


Figure  la. 

Severe  rheumatoid  deformities  of  both  hands. 

* Supported  in  part  by  Public  Health  Service  grant  Tl  AM 
5H6-03. 


Figure  Ih. 

I.eft  hand  in  splint.  Because  of  improved  function  wlien 
wearing  splints,  the  patient  uses  them  routinely.  Permanent 
improvement  should  not  he  expected. 


DR.  J.\MES  A.  ALBRIGHT,  assistant  professor  of  ortho- 
paedic surgery,  Yale  Medical  Center,  .New  Haven,  Con- 
necticut. 

DR.  DONALD  .*\.  N.ACEL,  chief  of  othopaedic  surgery, 
Hahnemann  Medical  School  and  Hospital,  Philadelphia, 
Pa. 


■ Surgery  of  the  rheumatoid  hand  is  a valuable 
adjunct  in  the  total  care  of  the  rheumatoid  patient. 
I’his  paper  will  discuss  the  metacarpo-phalangeal 
joints,  cctncentrating  on  treatment  in  later  stages 
after  subluxation  or  dislocation  has  occurred. 

Etiology  And  Course 

I'he  course  of  the  disease  in  the  metacarpo- 
phalangeal joints  is  similar  to  other  joints.  Initial- 
ly, an  inflammatory  synovitis  occurs  with  pain,  loss 
of  motion  and  weakness,  but  without  anatomical 
deformity.  If  inflammation  jiersists,  the  collateral 
ligaments  and  capsule  are  slowly  destroyed  by  the 
rheumatoid  granulations,  allowing  deformities  to 
occur. 

Although  rheumatoid  infiltrations  have  been 
found  in  muscles,  there  is  no  good  evidence  that 
abnormal  muscle  activity  is  responsible  for  the 
deformities.  In  fact,  preliminary  evidence  from 
EMG  studies  indicates  that  muscle  activity  is 
normal,  which  suggests  that  muscle  abnormalities 
are  secondary  to  the  deformities  and  not  respon- 
sible for  them.i 

Smith  and  Juvinal  have  recently  presented  a 
theory  based  on  free-body  analysis  which  relates 
the  deformity  to  the  long  flexor  tendons  (flexor 
digitorum  superficialis  and  flexor  digitorum  pro- 


fundus).2  During  pinch  these  tendons  carry  a force 
almost  three  times  (3F)  the  total  force  of  the  in- 
trinsic muscles  and  six  times  (6F)  the  pinch  force 
(F)  at  the  finger-tip,  which  results  in  a force  of  3F 
tending  to  subluxate  the  proximal  phalanx  anter- 
iorly. I’he  primary  structures  resisting  this  force 
are  the  collateral  ligaments,  and  if  these  ligaments 
are  weakened,  the  normal  forces  exerted  by  the 
flexor  tendons  will  result  in  deformity.  The  flexor 
tendons  may  also  be  responsible  for  ulnar  devia- 
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Lateral  view  of  MP  joint  showing  release  of  collateral 
ligament  from  the  metacarpal,  and  the  usual  amount  of 
bone  removal. 


tion  since  they  angle  ulnarward  as  they  pass  into 
the  fingers  (except  in  the  little  finger),  producing 
a force  tending  to  ulnar  deviate  the  fingers. 

Other  etiological  factors  have  been  implicated 
and  may  be  significant;  Ulnar  deviation  of  the 
long  extensor  tendons  as  they  cross  the  metacarpo- 
phalangeal joints,  contractures  of  soft  tissues  caus- 
ing relative  lengthening  of  bones,  the  force  of 
gravity,  and  normal  use  of  the  hand  which  often 
produces  an  ulnar  force  against  the  fingers. 

In  addition  to  ulnar  deviation  and  anterior  dis- 
location of  the  proximal  phalanges  the  extensor 
digitorum  longus  tendons  displace  ulnarward  at 
the  metacarpo-phalangeal  joints,  contractuies  of 
the  intrinsic  muscles  on  the  ulnar  side  of  the 
fingers  develop,  and  hyperextension  (swan-neck)  de- 
formities of  the  proximal-interphalangeal  joints  are 
accentuated  by  the  anterior  displacement  of  the 
proximal  phalanges  at  the  metacarpo-phalangeal 
joints. 

Treatment 

In  the  early  stages  steroid  injections,  splinting, 
and  synovectomies  may  be  useful.  Once  major  de- 
formities have  developed,  conservative  treatment  is 
less  likely  to  be  of  benefit.  However,  even  iir  this 
later  stage,  if  the  patient  is  cooperative,  proper 
bracing  can  produce  rather  striking  improvement 
in  function.  (Fig.  I) 

Significant  improvement  of  the  hand  can  often 
be  attained  with  surgical  treatment,  and  this  is 


Dorsal  view  of  ulnar  deviation  deformity.  The  initial  in- 
cision in  the  hood  is  made  on  the  radial  side  of  the  long 
extensor  tendon  and  the  intrinsic  tendons  are  sectioned  on 
the  ulnar  side  of  the  finger  only. 


Dorsal  view  of  the  preferred  method  of  stabilizing  the 
joint.  The  collateral  ligaments  can  be  hxed  securely  using  a 
single  drill  hole  on  either  side  of  the  metacarpal  and  a K- 
wire  is  used  to  fix  the  joint  in  the  position  desired. 

warranted  if  the  total  functional  capacity  of  the 
patient  can  be  increased.  Surgery  should  provide 
adequate  correction  at  the  time  of  the  initial  opera- 
tion since  the  final  result  is  usually  not  as  good  if 
done  in  stages  with  multiple  procedures. 

Prostheses,  especially  the  Flatt  Prosthesis,^  pro- 
vide good  stability,  but  motion  may  be  limited. 
Since  both  stability  and  adequate  motion  result 
from  a well-performed  arthroplasty,  use  of  a pros- 
thesis is  generally  not  necessary. 

As  in  surgery  on  the  rheumatoid  foot,  probably 
the  single  most  important  technical  point  is  ade- 
quate removal  of  bone,  usually  from  the  meta- 
carpals.  Since  the  bone  is  relatively  lengthened  due 
to  the  soft  tissue  contractures,  some  bone  should  be 
removed  even  in  cases  with  only  moderate  involve- 
ment, or  deformity  is  likely  to  recur. 

Although  numerous  procedures  have  been  de- 
scribed and  will  give  satisfactory  results,  careful  at- 


Figure  Ilia 
J.W.  Preoperative 
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Figure  IIIIj 
J.W.  Preopeiative 


Figure  1 1 Id 
Postoperative 


tcluioii  to  details  o£  the  partictilar  tediiiiqtie  being 
tiseil  is  essential.  I’he  surgical  plan  shonkl  include: 

1.  Synovectomy 

2.  Shortening  of  metacarpals. 

3.  Provision  of  stability  to  proximal  phalanx  at 
MP  joint. 

“f.  Release  of  tight  tilnar  intrinsic  tendons. 

5.  Repositioning  of  extensor  tendons. 

I).  Protection  of  repaired  strnctnres  post-opera- 
tively. 


Fh;ure  IIlc 


Postoperative 


Technique 

transverse  incision  is  made  across  the  dorsum 
of  the  hand  jnst  proximal  to  the  metacarpo- 
phalangeal joints  (S-shaped  incisions  for  each  finger 
are  used  if  stirgery  is  to  inchtde  the  proximal  inter- 
phalangeal  joints).  The  dorsal  veins  and  nerves  lie 
in  the  fossa  between  the  metacarpals  and  are  pre- 
served. To  enter  the  joint,  a longitudinal  incision 
is  matle  in  the  extensor  mechanism  on  the  radial 


Figure  Ille 
Postoperative 
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Figure  IVa 

C.O.  Preoperative-Maximum  extension  seen  in  A-P  view. 


side  o£  the  extensor  tendon,  which  will  usually  be 
dislocated  ulnarward.  If  hypertrophic  synovium  is 
present,  a partial  synovectomy  may  be  performed 
initially.  Frequently,  however,  only  a minimal  or 
moderate  amount  of  synovial  tissue  is  present,  in 
I which  case  it  is  more  expeditious  to  procede  direct- 
! ly  with  the  repair,  excising  any  remaining  synovium 
! later  in  the  procedure.  After  releasing  the  col- 
lateral ligaments  from  their  insertions  on  the  meta- 
carpal, bone  is  removed  from  the  metacarpal  until 
the  soft  tissues  are  loose  when  the  proximal  phalanx 
is  held  in  a reduced  position.  (Fig.  Ila)  Insufficient 
removal  of  bone  is  a more  common  error  than  ex- 
cess removal.  An  attempt  can  be  made  to  fashion 
the  end  of  the  metacarpal  into  a curved  articular 
surface,  but  undue  time  should  not  be  spent  on  this 
point.  The  intrinsic  muscles  to  the  ulnar  side  of 
the  fingers  are  identified  and  their  tendons  sec- 
tioned, including  the  hypothenar  muscles  to  the 
little  finger.  (Fig.  Ilb)  They  are  found  immediate- 


Figure FVb 

C.O.  Pieoperative-Maximiim  extension  seen  in  lateral  view. 


ly  dorsal  to  the  deep  intermetacarpal  ligaments. 
Post-operatively,  the  muscles  will  regain  continuity 
and  will  function  in  a lengthened  position.  Any 
remaining  synovial  tissue  can  be  easily  seen  and  is 
removed  at  this  point. 

Stability  of  the  joint  must  be  provided  next, 
either  by  fixing  the  long  extensor  tendon  to  the 
base  of  the  proximal  phalanx  or  by  reattaching  the 
collateral  ligaments  to  the  metacarpal  (theoretical- 
ly better,  since  the  flexor  sheaths  are  pulled  into  a 
more  normal  position).  The  ligaments  are  attached 
to  the  metacarpal  thru  a single  drill  hole.  A suture 
is  first  passed  thru  one  ligament,  then  both  ends  of 
the  suture  are  passed  thru  the  metacarpal,  thru  the 
other  collateral  ligament  and  tied.  (Fig.  lie)  The 
finger  is  fixed  with  a Kirschner  wire  in  full,  or  al- 
most full,  extension  with  slight  radial  deviation, 
and  proper  rotation.  If  the  wire  is  inserted  along 
the  longitudinal  axis  of  the  finger,  adjustments  for 
improper  lotation  can  be  made  easily.  The  ex- 
tensor tendon  is  repositioned  using  either  an  over- 
lapping technique  or,  if  an  ulnar  relaxing  incision 
in  the  hood  has  been  necessary,  the  radial  portion 
of  the  hood  can  be  passed  around  the  extensor  ten- 
don, suturing  it  to  itself,  which  forms  a sheath  for 
the  tendon.  A muscle  transfer  providing  for  first 
dorsal  interosseous  function  is  not  usually  necessary. 
The  wound  is  closed  and  a bulky  compression 
dressing  and  splint  are  applied.  When  the  dressing 
is  applied,  extreme  care  must  be  taken  to  position 
the  fingers  exactly,  since  the  Kirschner  wires  do 
not  provide  completely  rigid  fixation.  The  wires 
are  removed  in  2-3  weeks  and  exercises  started, 
using  a splint  part-time  for  protection. 

Cases 

J.W.:  A 59  year  old  lady  had  a 30  year  history  of  rheu- 
matoid arthritis  involving  multiple  joints,  with  typical 
deformities  of  the  metacarpo-phalangeal  joints  of  both 


Figure  IVc 
Postoperative 
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Figure  IVd 
Posloperativc 


hands.  (Fig.  Ill,  a and  h)  On  March  29,  1965,  surgery  was 
perfornicd  on  the  left  hand  whidi  was  tlie  more  severely 
involved.  The  above  described  technitjue  was  used,  providing 
stability  to  the  joints  by  suturing  the  extensor  tendon  to  the 
base  of  the  proximal  phalanx  through  a drill  hole.  One 
year  post-operatively  the  correction  had  been  maintained  and 
active  nretacarpo-phalangeal  motion  was  good  (full  extension 
and  60°  of  flexion  in  all  fingers,  except  the  ring  linger  which 
lacked  5°  of  full  extension)  . (Fig.  Ill,  c,  d and  e)  Pre-opera- 


tively,  the  left  hand  had  been  the  weaker  hand,  but  since 
surgery  it  has  been  stronger  and  more  useful  than  the  right. 

C:.0.:  A 59  year  old  draftsman  had  a ten  year  history  of 
rheumatoid  arthritis  primarily  involving  the  metacarpo- 
phalangeal joints  of  his  hands,  worse  on  the  left.  (Fig.  IV', 
a and  h)  Although  the  left  hand  was  dominant,  it  had 
become  almost  totally  disabled  because  of  severe  flexion 
contractures  of  the  metacarpo  phalangeal  joints  (due  mainly 
to  tight  intrinsics)  . Neither  active  nor  passive  extension  was 
possible  at  these  joints,  although  the  inter-phalangeal  joints 
were  almost  normal.  On  March  8,  1965,  arthroplasties  were 
performed  on  the  metacarpo-phalangeal  joints  of  the  left 
hand,  providing  stability  to  the  joints  by  suturing  the  col- 
lateral ligaments  to  the  nretacarpals.  Post-operatively,  he 
gained  full  motion,  except  for  some  limitation  of  flexion 
of  the  metacarpo  phalangeal  joint  of  the  index  finger,  and 
he  has  had  good  use  of  the  hand  in  his  work.  (Fig.  IV',  c 
and  d) 

Summary 

liillammatory  rheumatoid  granulations  will  weak- 
en and  tlestroy  the  joint  capsitle  and  ligaments  over 
a period  of  time,  and  if  the  metacarpo-phalangeal 
joints  of  the  hand  are  not  protected  by  splinting, 
delormities  will  occur.  These  deformities  limit  the 
itsefitlness  of  the  hand  and  should  be  corrected, 
d'he  operative  technique  we  have  found  most  nse- 
htl  in  bringing  aboitt  correction  is  herin  described 
in  detail  and  ilktstrated  with  two  cases. 
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PATIENT  PERSONALITIES 

One  {latient  may  have  a sense  of  pride  or  a feeling  of  superiority  because  he 
knows  that  he  is  able  to  diagnose  his  own  illness;  he  is  merely  allowing  you  to 
confirm  this  intuitive  knowledge.  Another  will  insist  that  the  last  thing  he  did 
or  what  he  ate  at  that  party  is  responsible  for  the  symptoms.  Don’t  bother  to 
argue  the  point;  evaluate  the  evidence  and  proceed.  ^Vith  tack  and  “tests”  you 
may  be  able  to  change  his  mind.— H.  U.  Hopkins,  M.D.,  Ed.,  Leopold’s  Princi- 
ples and  Methods  of  Physical  Diagnosis.  Third  Edition.  1965,  p.  3. 


182 


Connecticut  Medicine,  March,  1967 


Cancer  Of  The  Middle  Esophagus  Between  Two 

Traction  Diverticula 

Case  Report 

N.  William  Wawro,  M.D.  and  R.  L.  Painter,  M.D. 


■ Epidermoid  carcinoma  of  the  esophagus  has  been 
reported  in  association  with  pulsion  diverticula  of 
the  esophagus  and  pharynx,  but  no  instance  of 
carcinoma  associated  with  traction  diverticula  ap- 
pears in  the  literature. 

Traction  diverticula  of  the  esophagus,  although 
not  rare,  are  rarely  symptomatic.  The  symptoms 
wdiich  do  occur  are  related  to  their  complications; 
bleeding,  perforation  with  mediastinitis  or  spon- 
taneous broncho-esophageal  fistula,  and  conveision 
to  a pulsion  type  with  the  symptoms  of  pulsion  di- 
verticula.*’ When  these  symptoms  and  findings  ap- 
pear in  the  patient  with  a traction  diverticulum,  in- 
vestigation should  be  instituted  to  exclude  these 
complications  or  that  of  carcinoma  such  as  is  de- 
scribed in  the  case  report  below. 

Case  Report 

A 70  year  old  white  w-oman  was  entirely  well  until  six 
weeks  prior  to  admission  when  she  noted  dysphagia  to 
solid  foods.  She  experienced  substernal  pressure  with  meals, 
particularly  following  the  ingestion  of  solids  and  lost  15 
pounds  during  her  present  illness,  but  experienced  no  diffi- 
culty swallowing  liquids  until  the  day  of  admission  when 
she  developed  severe  substernal  pain  after  ingesting  broth. 

Her  review  of  systems  was  non-contributory  except  for  a 
family  history  of  tuberculosis. 

Physical  examination  revealed  no  abnormalities  in  this 
alert,  elderly  white  female  except  evidence  of  recent  weight 
loss.  Her  lungs,  though  somewhat  emphysematous,  were 
dear  to  auscultation  and  percussion.  Her  abdomen  revealed 
no  evidence  of  liver  enlargement  and  W'as  otherwise  normal. 

The  results  of  her  routine  laboratory  examinations  were 
within  normal  limits.  Blood  type  was  O positive.  X-rays  of 
her  chest  revealed  emphysematous  lung  fields  with  a few 
hilar  node  calcifications  on  the  right  and  some  tortuosity  of 
the  aorta.  A barium  swallow  revealed  two  traction  diver- 
ticula in  the  mid-third  of  the  esophagus  projecting  to  the 
right  and  measuring  15  mm.  in  diameter  (See  Figs.  I and  II.) 
The  upper  diverticulum  was  at  the  level  of  the  tracheal 
Carina  and  the  lower  one  was  3 cm.  below  it  was  irregular 
esophageal  narrowing  between  the  two.  Also  noted  were 
diverticula  of  the  cardia  of  the  stomach,  the  duodenum  near 
the  ampulla  of  Vater,  and  of  the  jejeunum  at  the  ligament 
of  Treitz. 

At  esophagoscopy  the  mobile  esophagus  contained  an 
upper  diverticulum  which  was  directed  antero-laterally  from 

From  the  Department  of  Surgery,  Hartford  Hospital, 
Hartford,  Connecticut. 


Figure  I 

Preoperative  roentgengram  revealing  the  mid-esophageal 
narrowing  between  tw’o  esophageal  diverticula. 


the  right  wall  of  the  esophagus  and  had  a smooth  orifice 
with  no  evidence  of  inflammation  of  neoplasm.  One  centi- 
meter distal  to  this  was  marked  esophageal  narrowing  with 
an  irregular  mucosal  lesion  on  the  left  postero-lateral  wall, 
which  became  more  extensive  distally,  encircling  the  eso- 
phagus and  preventing  further  passage  of  the  esopbagoscope. 
A biopsy  of  this  lesion  revealed  epidermoid  carcinoma  of 
the  esophagus.  Bronchoscopy  was  witliin  normal  limits. 

A resection  of  eighty  per  cent  of  the  esophagus  through 
a right  postero-lateral  thoracotomy  incision  was  done  on 
May  13,  1964.  Through  a separate  upper  abdominal  midline 
incision  the  stomach  was  freed  from  all  its  vascular-areolar 
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Figure  II 

CMosciip  view  of  X-ray  indicating  csopliageal  narrowing 
Ijctwcen  two  dircrticnla. 


attachments,  |nescrving  only  the  right  gastric  artery  and 
was  drawn  into  the  upper  cliest  where  a high  intrathoracic 
esophagogastrostomy  at  the  third  rib  level  was  performed 
titilizing  a two  layer  intentiptcd  silk  anastomosis.  (.See  Fig. 
III.)  \ pyloromyotomy  was  done. 

Pathological  examination  of  the  esophagtis  showed  a three 
centimeter  diameter,  ulcerating  lesion  located  between  but 
not  involving  either  of  the  two  divertictila.  1 here  was  no 
evidence  of  local  extension  of  the  tumor.  Microscopic  exami- 
nation showed  a Grade  II  epidermoid  carcinoma  of  the 
esophagus  with  no  lymph  node  metastascs.  (See  Fig.  1\') 
rite  proximal  margin  was  six  centimeters  from  the  lesion 
and  was  free  of  cancer.  The  distal  margin  was  also  tnnn- 
colved  bv  ttimor. 

She  made  an  uneventful  recovery  exceitt  for  a brief  peiiod 
of  hypochloremia  and  hyponatremia  and  was  discharged  on 
the  sixteenth  postoperative  day  eating  a six-feeding  tilcer 
bland,  higb  jtrotein  diet.  She  continued  to  do  well  until 
August,  1964  when  dy.sphagia  recnrrccl.  She  was  re-admitted, 
eso])hagosco|)ed,  and  an  ulceration  on  the  posterior  wall  of 
the  anastomosis  was  biopsied,  revealing  recurrent  epidermoid 
carcinoma.  (See  Fig.  V) 

tiOti.a  gama  Roentgens  of  Cobalt  thera])y  were  given 
through  two  8x5  centimeter  portals  over  a hftv-two  d;iy 
period.  Some  svmptomatic  improvement  followed,  l)ut 
dysjdiagia  returned  and  the  patient  died  of  her  disease  in 
a nursing  home  in  May,  1965.  .An  autopsy,  peifoimed  several 
hours  after  death,  revealed  recurrent  epidermoid  cancer  at 
the  site  of  the  intra  thoracic  c.sophago-gastric  anastomosis, 
with  an  as.sociatcd  trachco-esophageal  fistula  and  metas- 
tatic carcinoma  of  the  liver. 

Discussion 

Without  differentiating  ftetween  pulsion  and 
traction  divertictila,  Bockus-  writes  that  carcitioina 
may  occur  in  as  many  as  10  per  cent  of  patients 
with  esophageal  divertictila.  Hoover,^  in  19f5,  re- 
ported the  Lahey  Clinic  experience  of  esophageal 


Figure  III 

X-ray  study  of  high  intra-thoracic  anastomosis  on  twelfth 
postoperative  day. 


diverticula  noting  an  incidence  of  carcinoma  of 
1.08  per  cent.  I his  is  much  larger  than  the  inci- 
dence of  carcinoma  of  the  esophagus  in  the  general 
population  as  found  by  Steiner‘S  who  examined  9000 
conseetttive  atitopsies  in  order  to  determine  the  ori- 
gins of  esophageal  cancer.  He  foutid  eight,  small 
clinically  silent  sqtiamotis  cell  carcinomas.  This  is 
an  incidence  of  less  than  0.1  per  cent.  In  none  of 


Figure  IV 

Epidermoid  tareinoma  in  nkertiiing  esophageal  wall  (x  100)  . 
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Figure  V 

Biopsy  of  esophago-gastric  anastomosis  indicating  re- 
current squamous  carcinoma  (x  450). 


these  carcinomas  was  there  an  associated  diverticu- 
lum o£  any  type. 

Riberi  is  credited  with  reporting  the  first  car- 
cinoma in  a pharyngo-esphageal  diverticulum.^  In 
1961,  Garlock  and  Richter,^  following  a review  of 
the  literature,  found  twenty  such  cases,  only  twelve 
of  which  they  felt  fully  met  the  criteria  for  c/e  novo 
carcinoma  arising  in  the  pulsion  diverticulum. 

The  occurrence  of  food  stasis  in  the  large  cervical 
pulsion  diverticula  has  been  thought  to  be  the 
source  of  chronic  irritation  which  leads  to  meta- 
plasia and  then  sequentially  may  develop  into  car- 
cinoma. An  increased  incidence  (1.5  per  cent)^  of 
carcinoma  of  the  esophagus  in  the  dilated  proximal 
segment  of  patients  with  achalasia  seems  to  support 
such  an  hypothesis.  Other  types  of  chronic  irrita- 
tion have  been  associated  with  an  increased  inci- 
dence of  carcinoma  of  the  esophagus,  such  as  lye 
stricture  and  the  large  intake  of  hot  drinks  and 
alcohol.  In  addition,  leukoplakia,  due  to  chronic 
inflammation  is  associated  with  carcinoma  of  the 
esophagus  in  two-thirds  of  patients  reported  by 
Schaer  who  is  quoted  by  Steiner.'^ 

No  author,  however,  reports  carcinoma  of  the 
esophagus  in  association  with  traction  diverticula. 


Since  traction  diverticula  are  seldom  associated  with 
stricture,  stasis  or  obstruction,  this  fact  should  not 
be  unexpected.  One  case  of  traction  diverticulum 
reported  by  Adams^  progressed  to  stricture  severe 
enough  to  require  resection,  but  there  was  no  as- 
sociated carcinoma. 

Unlike  the  pulsion  diverticulum,  the  traction  di- 
verticulum is  formed  by  an  extra-esophageal,  in- 
flammatory process  which  preserves  the  full  thick- 
ness of  the  esophageal  wall.  (See  Fig.VI.)  Fluoro- 
scopic studies®  show  that  traction  diverticula  empty 
by  contracting  and  that  they  fill  only  by  back  pres- 
sure. This  means  the  traction  diverticulum  is 
empty  of  food  and  debris  except  while  the  patient 
is  actually  swallowing  and  is  not  subjected  to  the 
chronic  irritation  of  fermenting  food. 

In  the  patient  described  above,  carcinoma  was 
found  located  between  two  traction  diverticula,  but 
not  involving  or  arising  from  them.  The  symptoms 
of  obstruction  and  the  finding  of  an  irregular  eso- 
phageal narrowing  in  this  area  by  X-ray  led  to  eso- 
phagoscopy  and  the  correct  diagnosis.  There  was 
no  evidence  of  narrowing  at  the  distal  diverticu- 
lum and  no  stasis,  so  the  combination  of  the  two 


Figure  VI 


Photomicrograph  of  esophageal  wall  including  upper  and 
lower  diverticulae,  demonstrating  the  full  thickness  of  the 
esophageal  wall,  i.e.,  mucosa  and  muscularis.  (.x  3) 
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lesions  must  be  considered  a coincidence.  One 
rvonders  that  the  two  lesions  have  not  been  reported 
in  conjunction  with  one  another  previously  since 
the  mid-esojrhagus  is  the  scde  location  for  traction 
diverticula  and  the  most  common  site  for  squamous 
cell  carcinoma  of  the  esoirhagus. 

Summary 

case  of  scpiamous  cell  carcinoma  of  the  mid- 
esophagus in  association  with  two  traction  diver- 
ticula is  rejrorted.  A review  of  the  literature  fails  to 
reveal  any  similar  case. 
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IMPORTANT  NOTICE 

Reference  Committee  Hearings  Scheduled 

April  25-27 

A major  procedural  change  has  been  made  for  the  Annual  Meeting  of  the 
House  of  Delegates,  scheduled  for  April  25-27  at  the  Hartford-Hilton  Hotel. 
For  the  first  time,  all  reports  of  officers  and  division  chairmen,  as  well  as  all 
resolutions  introduced  by  individual  members  or  county  a.ssociation.s,  will  be 
sent  to  Reference  Committees  for  hearing,  study,  and  report. 

This  new  method  of  conducting  the  business  of  the  House  will  give  all  mem- 
bers of  the  Society,  as  well  as  delegates,  the  opporttmity  to  attend  the  Reference 
Committee  hearings  and  express  themselves  on  reports  or  resolutions  under 
consideration. 

County  association  resolutions  should  be  submitted  to  the  Office  of  the  Gen- 
eral Manager  as  soon  as  possible  so  that  they  may  be  duplicated  and  distributed 
to  the  Delegates.  Through  such  expression  of  “grass  roots”  thinking  the  Society 
will  be  able  to  share  and  act  on  matters  of  professional  concern  and  build 
toward  a stronger,  more  effective  medical  organization. 
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Percutaneous  Transhepatic  Cholangiography  In  The 

Diagnosis  Of  Jaundice 

Joseph  P.  Dineen,  M.D.,  Theodore  Ditchek,  M.D.  and  Gerald  T.  Scanlon,  M.D. 


1 In  1937,  many  years  belore  the  fall  of  Dienbien- 
phu  and  the  Geneva  Treaty  which  partitioned 
Southeast  Asia,  Huard  and  Do-Xuan-Hopi°  re- 
ported in  the  Bulletin  de  la  Societe  Medico-Chi- 
rurgicale  de  I’lndochine  two  cases  in  which  they 
obtained  cholangiograms  by  injecting  Lipiodol  per- 
cutaneously  into  the  intrahepatic  bile  ducts.  Be- 
cause the  world  was  concerned  with  graver  prob- 
lems then  and  in  the  following  years,  no  notice  was 
made  of  this  report.  Earlier,  in  1921,  Burckhardt 
and  Muller^  were  able  to  obtain  quite  good  cho- 
lecystograms  and  cholangiograms  by  the  percutan- 
eous injection  of  the  gall  bladder  in  cadavers  and 
several  patients.  This  procedure  was  further  utilized 
by  Lee^^  in  1942  with  the  aid  of  the  peritoneoscope. 
However,  it  was  not  until  1952  that  Carter  and 
Saypol'^  rediscovered  percutaneous  transhepatic  cho- 
langiography and  their  case  report  awakened  inter- 
est in  the  technique  in  this  country.  Since  then,  the 
examination  has  gained  scattered  enthusiasm  and 
its  usefulness  has  not  been  completely  appreciated 
in  all  areas.  In  order  to  gain  more  widespread  and 
greater  acceptance  of  this  procedure,  we  are  sub- 
mitting this  report  to  include  our  first  seven  studies. 


Figure  I 

The  No.  18  teflon  catheter  with  its  No.  19  guage  stylet  is 
demonstrated. 


From  the  Departments  of  Surgery  arid  Radiology,  Veterans 
Administration  Hospital,  West  Haven,  Connecticut;  and 
Yale  University  School  of  Medicine. 


Figure  II 


After  local  infiltration  with  1%  xylocaine,  a small  skin  in- 
cision is  made  and  the  teflon  catheter  with  its  stylet  in 
place  is  introduced  in  the  mid-clavicular  line. 

Technique 

The  patient,  having  fasted  for  eight  hours,  is 
examined  in  the  X-ray  department  according  to  the 
method  described  by  Evans  et  al.®  A No.  18  teflon 
catheter  with  a No.  19  stylet  is  used  (Eig.I).  Punc- 
ture is  made  anteriorly,  just  under  the  right  costal 
margin  in  the  mid-clavicular  line  (Figs.  II  and  III). 
Prior  llttoroscopy  with  a long  intestinal  tube  placed 
in  the  duodenum  may  be  used  as  a guide  for  selec- 
tion of  the  puncture  site.’^  50  per  cent  Hypaque  is 
injected  either  after  aspirating  bile  (Fig.  IV),  or  by 
confirming  placement  in  a biliary  duct  by  the  in- 
jection of  small  quantities  of  radiopaque  medium 
utilizing  the  fluoroscope  and  image  intensifier 
(Fig.  V).  As  much  dye  as  is  necessary  to  adequately 
fill  the  biliary  tree  is  injected.  Exposures  are  made 
supine,  in  multiple  projections,  and  upright  if 
necessary.  The  contrast  medium  is  either  completely 
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54 
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Bile  dtict  carcinoma 
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aspirated  at  once  or  the  catheter  left  in  place  at  the 
completion  of  the  procedure  for  decompression  and 
drainage. 

Clinical  Material 

As  noted  in  Table  I,  seven  patients  have  been 
studied  dining  the  past  14  months  at  the  West 
Haven  Veterans  Administration  Hospital.  Our  first 
patient  developed  jaundice,  acholic  stools  and  dark 
urine  while  nearing  completion  of  X-ray  therapy 
for  local  recurrence  of  a carcinoma  of  the  rectosig- 
moid. The  liver  chemistries  were  obstructive  in  type. 
Metastatic  disease  to  the  liver  was  suspected  but 
could  not  be  proven.  The  liver  was  not  palpable 
and  a liver  scan  was  unremarkable.  In  addition,  the 
patient  had  a past  history  of  cholecystectomy  and 
choledocholithotomy  in  1962.  Because  we  could 
not  rule  out  a benign  extrahepatic  cause  for  his 
jaundice,  he  was  subjected  to  percutaneous  transhe- 
patic  cholangiography.  When  we  were  unable  to 
demonstrate  dilated  intrahepatic  bile  ducts  we  sus- 
pected that  he  did  not  have  extrahepatic  biliary 
obstruction,  but  felt  that  a negative  examination 
shoidd  not  preclude  exploration.  At  operation  the 
left  lobe  of  the  liver  was  found  to  be  replaced  by 
tumor  and  the  needle  tract  had  passed  through  tu- 
mor tissue.  The  patient  expired  six  days  later  of 
his  underlying  disease. 

The  second  patient  had  proven  oat  cell  car- 
cinoma of  the  lung  with  cervical  node  metastases. 
He  developed  signs  and  symptoms  of  obstructive 
jaundice  but  was  otherwise  in  good  health.  Because 
his  prognosis  was  not  certain  after  extensive  X-ray 
therapy  to  his  neoplastic  lesion  and  the  cause  of 
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his  jaumlice  was  not  clear,  he  was  subjected  to 
percutaneous  cholangiography.  A picture  (Fig.VI) 
of  massive  dilatation  of  the  biliary  tree  and  distal 
cut  off  of  the  common  bile  duct  characteristic  of 
the  obstruction  caused  by  carcinoma  of  the  head  of 
the  pancreas  w'as  encountered.  Free  communica- 
tion with  the  gall  bladder  was  demonstrated  and  ac- 
cordingly a cholecystojej unostomy  was  performed 
under  local  anaesthesia.  The  patient  did  quite  well 
for  four  months  with  complete  clearing  of  his  jaun- 
dice. When  he  eventually  succumbed  to  his  pul- 
monary malignancy,  a necropsy  revealed  a second 
primary  malignancy  in  the  head  of  the  pancreas 
totally  obstructing  the  distal  common  bile  duct. 

Our  third  patient  had  obstructive  jaundice  due 
to  lesions  in  the  intrahepatic  bile  ducts  which  were 
most  probably  bile  duct  carcinoma.  A percutaneous 
cholangiogram  was  done  to  ascertain  if  a dilated 
channel  was  present  that  could  be  used  for  a Long- 
mire  procedure.  It  was  possible  to  demonstrate  a 
biliary  radicle  in  the  left  lobe  of  the  liver  arising 
in  the  lateral  segment.  However,  this  was  not 
dilated.  Seven  months  later  because  of  his  pro- 
gressive deterioration  an  exploration  with  hepa- 
totomy  was  performed.  It  was  impossible  to  benefit 
the  patient  and  he  expired  postoperatively.  Per- 
mission for  postmortem  examination  was  not  ob- 
tained. 

Our  next  three  cases  had  obstruction  due  to  com- 
mon duct  stones  but  as  in  the  earlier  cases,  the 
diagnosis  could  not  be  made  preoperatively  by  any 
of  the  usual  methods  including  intravenous  cho- 
langiography because  the  serum  bilirubins  were  too 
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Figure  III 

Diagramatic  representation  of  the  course  and  depth  of  the 
catheter  insertion.  After  removing  the  stylet,  the  catheter  is 
slowly  withdrawn  until  a biliary  radicle  is  entered. 

elevated.  Due  to  technical  difficulties  we  were  un- 
able to  visualize  the  intrahepatic  ductal  system  in 
patients  4 and  5.  In  case  6,  the  patient  was  quite 
an  elderly  gentleman  and  a diagnisis  of  malignant 
obstruction  had  been  entertained.  We  were  able  to 
demonstrate  quite  nicely  (Fig.  VII)  the  true  nature 
of  the  obstruction. 


Figure  V 

Contrast  is  about  to  be  injected  under  direct  fluoroscopic 
control  using  the  image  intensifier. 

Our  latest  case  was  that  of  a 54  year  old  male 
who  developed  jaundice,  dark  urine  and  light  stools 
without  abdominal  pain  while  in  the  local  jail.  On 
admission  in  April  1966  his  serum  bilirubin  was 
38.0  mgms  per  cent  with  a direct  fraction  of  22.0 
mgms  per  cent.  A liver  biopsy  on  May  13  revealed 


Figure  IV 

Dark  bile  under  some  pressure  is  being  aspirated  prior  to 
injection  of  the  contrast  medium. 


Figure  VI 

Case  2.  There  is  massive  dilatation  of  the  biliary  tree 
with  a complete  and  sharp  distal  cut  off.  The  gall  bladder 
which  was  greatly  dilated  is  partially  filled  in  the  lower 
portion  of  the  picture.  The  teflon  catheter  is  seen  in  place 
and  the  long  intestinal  tube  outlines  the  duodenal  sweep. 
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Fk.ure  VII 

Case  6.  The  coininon  bile  iliict  is  soinewliat  dilated  and 
several  radioluccnt  stones  are  apparent.  The  intraliepatic 
biliary  ratliclcs  arc  not  grossly  dilated. 


Figure  VIII 

The  operative  cholangiogram  conhrms  the  small  caliber  of 
the  intraliepatic  bile  ducts. 


Figure  IX 

Case  7.  Massive  dilatation  of  the  intraliepatic  biliary 
radicles  of  the  left  lobe  with  iiornial  common  bile  duct  and 
gall  bladtler. 

marked  liile  stasis  and  cirrhosis.  A liver  scan  dis- 
( losed  no  localizing  lesions.  On  May  27  a percu- 
taneous puncture  of  the  left  lobe  of  the  liver  with 
( holangiography  revealed  massive  dilatation  of  the 
biliary  radicles  in  the  left  lobe  with  no  visualiza- 
tion of  the  right  side  (Fig.  IX).  Magnification  views 
disclosetl  an  almost  completely  occluded  proximal 
segment  of  left  hepatic  duct  with  involvement  of 
the  bifurcation  (Fig.  X).  The  common  hepatic  duct, 
gall  bladder,  cystic  duct  and  common  bile  duct  ap- 
peared normal.  A puncture  was  then  made  of  the 
right  lobe  of  the  liver  and  again  massive  dilatation 
of  the  intraliepatic  biliary  radicles  was  encountered 
with  complete  obstruction  at  the  bifurcation  of 
the  common  hepatic  duct  (Fig.  XI).  Both  teflon 
catheters  were  left  in  place,  the  right  side  remain- 
ing open  for  three  days  and  the  left  sided  catheter 
functioning  for  two  weeks.  During  this  period  of 
decompression  the  serum  bilirubin  fell  to  8.4  mgms 
per  cent  and  the  patient  was  prepared  for  surgery. 
Fhe  preoperative  diagnosis  on  the  basis  of  the  chol- 
angiography was  bile  duct  carcinoma.  On  June  16  a 
modified  Longmire  procedure  was  carried  out  with 
anastamosis  of  a Roux-Y  loop  of  jejunum  to  a di- 
late intraliepatic  channel  in  the  left  lobe  of  the 
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Figure  X 


Case  7.  Image  intensification  reveals  almost  complete  ob- 
struction of  the  proximal  portion  of  the  left  hepatic  duct 
from  the  bifurcation. 

dilated  liver.  Unfortunately  the  patient  succumbed 
two  weeks  postoperatively  of  intractable  liver  fail- 
ure. At  postmortem  examination  the  anastamosis 
was  patent  and  there  was  no  evidence  of  leakage. 
The  microscopic  sections  conhrmed  a diagnosis  of 
bile  duct  carcinoma  in  a lesion  measuring  4.5  by 
3.5  centimeters  in  diameter,  arising  at  the  bifurca- 
tion of  the  common  hepatic  duct.  There  were  no 
extra-hepatic  metastases. 

Discussion 

The  differential  diagnosis  of  jaundice  can  fre- 
quently be  quite  challenging.  In  a relatively  small 
but  appreciable  percentage  of  cases,  a definitive 
diagnosis  as  to  the  etiology  of  the  jaundice  cannot 
be  established  despite  utilization  of  all  available 
laboratory  tests,  liver  biopsy  and  the  standard 
radiologic  techniques.  Frey  and  Glenn®  have  re- 
ported on  19  cases  of  jaundice  due  to  either  im- 
paired glucuronide  metabolism,  such  as  Gilbert’s 
disease,  or  due  to  excessive  hemolysis  such  as  with 
Cooley’s  disease,  sickle  cell  anemia,  or  congenital 
hemolytic  anemia.  In  these  conditions  the  hepatic 
excretory  function  is  usually  normal  and  the  au- 


thors were  able  to  obtain  satisfactory  oral  chol- 
ecystograms  or  intravenous  cholangiograms  in  14  of 
these  patients.  Save  for  this  type  of  problem,  the 
standard  radiologic  studies  will  fail  to  visualize  the 
ductal  system  if  the  serum  bilirid^in  is  3.0  mgms 
per  100  ml.  or  above,  and  will  only  rarely  visualize 
above  2.0  mgms/100  ml.  Despite  the  use  of  intra- 
venous drip  cholangiograms,  we  were  unable  to 
visualize  the  biliary  tree  in  any  of  our  patients  be- 
fore percutaneous  transhepatic  injection. 

The  need  for  arriving  at  early  diagnosis  in  cases 
of  jaundice  has  been  well  documented  by  Aronsen.- 
In  his  experiments  reported  in  1961,  he  demon- 
strated early  hepatocellular  involvement  in  canines 
by  a rise  in  the  transaminase  levels  in  the  serum 
after  only  several  days  of  complete  biliary  obstruc- 
tion. He  further  found  that  if  the  obstruction  were 
continued  for  a period  of  between  14  and  21  days, 
then  bile  flow  restored,  the  liver  was  unable  to  re- 
gain completely  its  ability  to  eliminate  intraven- 
ously administered  rose  bengal,  bromsulpha- 
lein,  and  galactose.  This  irreversibility  was  found 
to  be  due  to  impairment  of  the  effective  hepatic 
blood  flow  as  measured  by  the  colloidal  radiogold 
study,  and  as  confirmed  by  portal  venography  which 


Figure  XI 


Case  7.  Opacification  separately  of  the  right  lolie  reveals 
dilation  of  llie  intrahepalic  bile  ducts  witli  block  at  the 
bifurcation  of  the  conunon  hepatic  duct. 
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demonsHaled  a permanently  altered  intrahepatic 
vascidar  architecture,  with  a lair  degree  of  portal- 
systemic  venous  shunting. 

Many  feel  that  the  procedure  is  unnecessary  and 
not  worthwhile  since  the  patient  will  be  explored 
anyway.  Yet,  as  Kaplan,  Brodsky  and  RumbalB'^ 
have  well  pointed  out,  it  is  advantageous  and  often 
essential  to  avoid  anaesthesia  and  surgical  trauma 
in  patients  with  parenchymal  liver  disease.  With 
the  demonstration  of  an  unobstructed  biliary  tree, 
the  patient  with  hepatitis  can  be  spared  operation. 
The  visualization  of  the  normal  biliary  tree  by  this 
technic[ue  has  been  well  demonstrated  by  Arner^ 
who  has  successfully  outlined  18  of  35  normal  bile 
ducts  with  the  aid  of  the  image  intensiher  and  tele- 
vision monitoring.  Evans®  visualized  three  of  six 
normal  ducts  by  the  same  method.  In  case  6 of  the 
present  series,  the  percutaneous  cholangiogram 
(Fig.  VII)  and  the  operative  cholangiogram  (Fig. 
VIII)  demonstrate  the  small  caliber  of  the  intra- 
hepatic bile  ducts  that  can  be  visualized  by  this 
technique.  Where  indicated,  operation  may  then  be 
avoided  since  the  incidence  of  bile  leakage  or  hem- 
orrhage following  the  procedure  is  quite  low, 
Evans®  reporting  one  instance  of  each  in  his  hrst 
93  cases.  In  the  cases  comprising  the  present  report 
there  was  no  instance  of  hemorrhage  or  bile  leak. 
The  use  of  the  flexible  teflon  catheter  has  without 
doubt  lessened  the  chances  of  injury  to  the  liver 
during  these  studies. 

Wiechel,^®  Evans,®  Glenn  et  al,^  Kaplan  et  al,^^ 
and  Shaldon  et  ab^  have  all  reported  their  experi- 
ence with  this  procedure  in  the  past  several  years. 
The  X-ray  appearance  of  the  bile  ducts  and  espe- 
cially the  characteristics  of  the  distal  cut  off  as  de- 
scribed radiographically  and  illustrated  by  Evans® 
can  in  most  instances  prcnide  a very  accurate  pre- 
operative diagnosis.  In  additionthe  same  writer  has 
found  that  this  examination  triples  the  number 
of  positive  preoperative  diagnoses  in  carcinoma  of 
the  })ancreas  as  compared  to  G.  I.  series,  and  almost 
doid)les  the  diagnostic  accuracy  in  carcinoma  of  the 
.\mpulla  of  Vater. 

It  can  be  said  that  wdth  proper  selection  of  pa- 
tients, by  correction  of  any  coagidation  deficiencies 
prior  to  the  examination,  and  by  close  attention  to 
detail,  this  procedure  can  provide  much  useful  in- 
formation with  a very  low  incidence  of  complica- 
tions. How'ever,  although  the  relative  percentage 
of  complications  is  very  low,  they  must  always  be 
anticipated.  We  do  not  perform  this  examination 
on  any  patient  who  is  not  a candidate  for  a surgical 
procedure  under  general  anaesthesia,  or  on  any  pa- 
tient whose  medical  status  would  contraindicate  the 
possibility  of  major  surgery.  An  operating  room  is 
alw'ays  kept  prepared  for  immerliate  laparotomy 
shouki  signs  of  bile  leakage  or  hemorrhage  develop 
following  the  procedure.  Even  in  those  jiatients 


who  are  certain  to  be  explored,  unless  a clear  cut 
diagnosis  and  site  of  the  lesion  can  be  established 
by  other  means,  this  examination  will  be  very  help- 
ful jjreoperatively  and  make  any  operative  pro- 
cedure better  planned  and  more  easily  executed.  It 
has  been  found  especially  useful  in  cases  of  post- 
operative stricture. 

Summary 

A report  is  submitted  of  an  experience  with  seven 
patients  undergoing  percutaneous  transhepatic  chol- 
angiography. Some  of  the  pertinent  history  of  this 
procedure  and  recent  work  have  been  discussed.  It 
is  hoped  that  a greater  awareness  of  the  availability 
and  value  of  this  technique  will  stimulate  its  greater 
use. 
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Some  Preliminary  Data  On  The  Postmastectomy 
Treatment  Of  Female  Breast  Cancer  In  Connecticut 

Henry  Eisenberg,  M.D.,  M.P.H.  and  Roger  R.  Connelly,  M.S. 


■ The  treatment  approaches  to  the  various  stages 
of  breast  cancer  have  continuously  been  a source  of 
discussion.  The  physician  has  to  make  an  especially 
difficult  decision  when  determining  the  therapy  of 
advanced  breast  cancer  cases.  His  final  choice  of 
treatment  will  depend  upon  a great  number  of  dif- 
ferent factors.  The  physician  is  primarily  interested 
in  saving  the  patient’s  life  or  prolonging  it,  i.e.,  he 
is  interested  in  the  quantity  of  survival.  To  best  ac- 
complish this  goal  of  increasing  the  quantity  of 
sur\'ival,  the  physician  has  been  known,  at  times,  to 
resort  to  quite  radical  or  even  supraradical  thera- 
peutic methods.  His  judgement  is  almost  always 
based  upon  either  his  personal  experience  or  upon 
reports  published  by  responsible  investigators.  This 
report  contains  information  on  endocrine  ablative 
procedures  and  other  postmastectomy  treatment 
methods  employed  in  female  breast  cancer  by  the 
physicians  in  a circumscribed  population  during 
recent  years,  which  permits  statements  as  to  the 
survival  experience  of  the  average  breast  cancer 
patient. 

Material 

The  data  to  be  presented  were  obtained  from  the 
Connecticut  Tumor  Registry,  a repository  of  in- 
formation on  cancer  diagnosed  among  all  Connecti- 
cut residents.  It  is  one  of  the  largest  and  oldest  Cen- 
tral Registries  and  the  only  one  within  the  United 
States  which  is  based  on  a total  defined  population. 
Since  its  beginning  in  1935,  all  cases  of  cancer  diag- 
nosed in  the  state  of  Connecticut  have  been  re- 
ported to  the  registry  by  the  hospitals  within  the 
state.  Follow-up  is  accomplished  in  97  per  cent  of 
cases. 

At  present,  the  registry  has  approximately  150,000 
cases  of  cancers  on  record  and  is  following  about 
40,000  cases  annually.  Each  year  approximately 
9,500  new  cases  are  added  to  the  roster.  The  in- 
formation collected  contains  among  other  items  the 
age  and  sex  of  the  patient,  the  site  and  stage  of  the 
tumor,  the  date  of  diagnosis,  and  the  various  treat- 
ments given.  If  additional  therapy  ivas  instituted 

Presented  at  the  International  Symposinin  on  the  Major 
Endocrine  Surgery  and  the  Treatment  of  Advanced  Breast 
Cancer  in  Lyon,  Trance,  May  1966. 


after  the  patient  is  discharged,  this  information 
usually  becomes  available  during  follow-up  observa- 
tions. 

Various  statistical  indices  reflecting  survival  can 
be  calculated  using  these  data,  for  example,  yearly 
survival  rates.  When  a large  number  of  cases  are 
available,  these  rates  can  be  made  specific  for  nu- 
merous variables.  Survival  computed  from  these 
data  are  of  special  interest  since  they  describe  the 
survival  experience  of  the  “average”  cancer  patient 
treated  by  the  “average”  physician  without  the 
selection  bias  in  data  based  upon  cancer  patients 
seen  in  specialized  cancer  hospitals  or  collected  by 
cancer  specialists. 

Although  the  registry  has  data  on  patients  diag- 
nosed since  1935,  information  on  endocrine  ablative 
procedures  has  been  routinely  coded  only  since 
1957.  All  female  breast  cancer  patients  diagnosed 
during  the  period  1957-62,  with  follow-up  into  1964 
have,  therefore,  been  selected  for  analysis.  Addi- 
tional information  for  all  cases  treated  by  one 
medical  oncologist  in  the  state  was  made  available 
to  the  authors  and  these  cases  were  studied  in 
depth,  particularly  with  regard  to  date  of  re- 
currence and  also  to  the  additional  hormonal  and 
chemotherapeutic  approaches  used  by  this  oncolo- 
gist. 

Results 

A total  of  5,198  women  were  diagnosed  in  Con- 
necticut during  the  years  1957-62,  as  having  breast 
cancer.  Nine  out  of  every  10  of  these  patients  re- 
ceived radical  or  simple  mastectomy  as  part  of  their 
primary  treatment  and  the  subsecpient  analyses  are 
restricted  to  these  4,726  cases.  Their  age  and  stage 
distribution  is  shown  in  Table  I. 

In  the  registry  system,  the  total  treatment  a pa- 
tient receives  is  coded  in  two  parts: 
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and  National  Cancer  Institute. 
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Table  I 

Disti iljulioii  by  age  and  stage  of  disease  at  diagnosis: 
Temalc  breast  canter  cases  with  radical  or  sini|)lc  mastectomy 
as  |)iimary  treatment,  Connecticut,  Htr»7-t52. 


ac;e  at  niAONOsts 

i.Ess  iiiAN  55  m:ars 

55  M'  AKS  OR  OI.DER 


sr,\(,l.  ()I  DIUiNOSIS 

NO. 

% 

NO. 

% 

Total  eases 

2195 

100.0 

2531 

100.0 

I ,ocali/,ed 

10(50 

18..‘i 

1232 

48.7 

Regional 

972 

44.3 

1020 

40.3 

Remote 

74 

3.4 

100 

4.0 

thiknown 

89 

4.1 

179 

7.1 

(a)  First  course  ol  llierapy— All  therapy  di- 
rected towards  tttmor  tissite,  whether  for  cure  or 
pitlliatioii.  To  be  iucluded  iu  the  first  tottrse, 
ireatmeut  imtst  be  initiated  within  six  months  of 
the  date  of  diagnosis.  Medical  hormone  therapy 
is  distinguished  from  endocrine  surgery  or  radia- 
tion for  hormonal  effect.  In  some  of  the  stibse- 
cpient  tables,  those  feamale  breast  cancer  patients 
receiving  endocrine  surgery  or  radiation  during 
the  first  course  of  therapy  were  all  classified  as 
“prophylactic  castration”  cases  without  further 
review.  It  is  felt  that  the  bias  inherent  in  this 
arbitrary  designation  is  small  in  magnitude. 

(b)  Subsecpient  therapy— All  tumor  directed 
therapy  not  considered  part  of  the  hist  course. 
Again,  all  patients  receiving  endocrine  surgery  or 
radiation  as  all  or  part  of  their  snbsecptent  ther- 
apy are  arbitrarily  classified  as  “therapeutic  cas- 
tration” cases. 

Of  the  4,726  patients  with  mastectomy  as  primary 
treatment,  endocrine  ablation  was  included  in  the 
first  course  of  therapy  among  2.S3  women  and  was 
part  or  all  of  the  subsecpient  treatment  for  209 
jiatients.  However,  ablative  procedures  were  jier- 
formecl  in  the  first  or  subsecpient  course  among 
only  26  of  the  women  55  years  of  age  or  older  and 
among  61  women  classihed  as  remote  or  unknown 
stage  of  disease  at  diagnosis.  I bus,  when  only  the 
2,032  women  less  than  55  years  of  age  with  localized 
and  regional  stage  of  disease  are  considered,  there 
were  178  or  8.8  per  cent  treated  during  the  first 
course  and  180  or  8.9  per  cent  subsecpiently  treated 
by  endocrine  ablative  procedures.  This  preliminary 
analysis  is  restricted  to  comparisons  among  these 
2,032  cases. 

Table  II  presents  the  observed  survival  from  the 
date  of  diagnosis  as  computed  by  means  of  the 
ac  tuarial  methocU  for  this  selected  group  of  women 
according  to  the  type  of  therapy  supplenienlal  to 
mastectomy  that  they  received  dining  hist  and  sub- 


secpieni  courses.  The  five-year  survival  rate  of  51.4 
per  cent  for  those  178  jiatients  treated  by  endocrine 
ablation  during  the  first  course  compares  favorably 
with  the  rate  of  49.6  per  cent  for  those  428  patients 
known  to  have  received  other  therapy  (primarily 
radiation). 

Likewise,  when  survival  is  measured  from  the 
date  of  diagnosis,  those  180  patients  receiving  eii- 
docriiie  ablative  procedures  subsequent  to  the  first 
course  of  therapy  had  a five-year  observed  survival 
rate  of  25.8  per  cent  compared  to  20.9  per  cent 
for  those  248  patients  receiving  other  treatment. 

It  should  be  noted  that  the  reporting  to  the 
registry  of  therapy  the  patient  receives  after  her 
first  hospital  admission  is  iindoubtedly  incomplete, 
esjiecially  for  those  procedures  that  can  be  per- 
formed on  an  oiitpatietit  basis  or  in  the  physician’s 
office.  4'l.is  is  one  of  the  reasons  the  present  an- 
alysis is  only  preliminary  in  nature.  .\n  extensive 
effort  is  now  being  made  to  obtain  as  complete  in- 
formation as  possible  on  the  total  treatment  picture 
for  each  cancer  patient  especially  as  to  additional 
therapy  outside  of  the  hospital  which  most  fre- 
cpiently  is  either  radiation  and/or  chemotherapeutic 
and  hormonal  drugs. 

If  all  endocrine  ablation  in  the  first  and  stibse- 
cpient  course  of  therapy  is  arbitrarily  considered 
to  be  prophylactic  and  therapeutic  castration,  re- 
spectively, then  it  is  possible  to  consider  changes 
over  time  in  the  use  of  castration  following  radical 
mastectomy  for  breast  cancer  in  Connecticut.  Ryan, 
et  al-  studied  the  experience  with  prophylactic  and 
therapeutic  castration  in  seven  of  the  largest  Con- 
necticut hospitals  during  the  years  1949  through 
1953  and  their  results,  along  with  comparable  cases 
from  the  present  study,  are  shown  in  Fable  III. 

Table  II 

Suivival  rates  l)y  initial  and  siil)sc(|nent  tlierapv:  Female 
breast  cancer  cases,  localized  and  regional  stage,  less  than 
55  years  of  age,  with  radical  or  simple  mastectomy  as 
primary  treatment,  Connecticut,  1957-(52. 


COURSE  AND  TYPE 
OF  THERAPY 

SURVIVAL  RATE  (%) 

NO.  1-VR.  3-vr.  5-vr. 

Total  cases' 

2032 

95.7 

77.0 

64.3 

Initial  therajty  included: 
Endocrine  ablation 

178 

90.3 

60.9 

51.4 

Other  therapy 

428 

91.5 

63.7 

49.6 

Xo  additional  therapy 

1426 

97.7 

83.1 

70.3 

.Subsecpient  therapy  included 
Endocrine  ablation 

180 

95.5 

54.9 

25.8 

Other  therapy 

248 

92.7 

45.0 

20.9 

X'o  additional  therapy 

1604 

96.2 

85.7 

79.3 

'Only  ()  of  these  2032  cases 

were  not 

known 

to  he 

histo- 

logically  co  1 1 fi  rmed . 
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Table  III 

nistril)ution  of  cases  by  castration  stains  and  lime  period 
of  diaonosis:  I'cmale  breast  cancer  ctises,  locali/cd  and  regional 
stage,  less  titan  55  years  of  age,  tvitli  radical  mastectomy  as 
primary  treatment. 


CASTR.VTION  STA  l US 

7 CONNECIICUT 
HOSPITALS, 

1949-53^ 

NO.  % 

38  CON.\ECTlCU  l 
HOSPITALS, 

1957-62 

NO.  % 

Total  cases 

656 

100.0 

1916 

100.0 

Prophylactic  castration 

80 

12.2 

164 

8.6 

Surgery 

38 

156 

Radiation 

42 

8 

I'  1 1 erape u t i c ca st  ra  t ion 

70 

10.7 

172 

9.0 

Surgery 

47 

171 

Radiation 

23 

1 

‘From  Ryan,  et  al  (2). 


There  appears  to  be  a slightly  lower  percentage  of 
castrated  patients  in  the  more  recent  time  period. 
This  is  not  due  to  the  fact  that  the  experience  of 
the  smaller  hospitals  in  the  state  has  been  included 
in  the  present  analysis.  It  is  readily  apparent  that 
castration  by  means  of  irradiation,  a popular  tech- 
nique around  1950,  was  very  seldom  performed  in 
the  state  a decade  later. 

Table  IV 

Survival  rates  by  castration  status  and  time  period  of 
diagnosis:  Female  breast  cancer  cases,  localized  and  regional 
stage,  less  than  55  years  of  age,  with  radical  mastectomy  as 
primary  treatment. 


CASTRATION  STATUS 

TIME  PERIOD  OF  DIAGNOSIS 
7 CONNECTICUT  38  CONNECTICUT 

HOSPITALS,  HOSPITALS, 

1949-53‘  1957-62 

Total  cases 

644 

1916 

Survival  rate  (%) 

1 -year 

94.4 

96.0 

3-year 

75.5 

77.6 

5-year 

65.2 

64.9 

Prophylactic  castration 

72 

164 

Survival  rate  (%) 

1-year 

92.0 

90.8 

3-year 

81.1 

62.4 

5-year 

72.5 

51.8 

Therapeutic  castration 

67 

172 

Survival  rate  (%) 

Tyear 

95.8 

95.3 

3-year 

73.8 

54.6 

5-year 

53.4 

25.9 

‘From  Ryan,  et  al  (2)  . 

Survival  rates 

were  adjusted  for  nor- 

mal  mortality  and  are 

therefore  2 or 

3 per  cent  higher  than 

observed  rates.  Twelve  patients  pregnant  at  diagnosis  were 
not  included  in  the  survival  analysis. 

A comparison  of  stirvival  rates  following  radical 
mastectomy  and  either  prophylactic  or  therapeutic 
cistraiion  is  shown  for  the  two  time  periods  in 
Table  IV.  The  survival  experience  for  all  patients, 
castrated  and  not  castrated,  in  the  two  time  periods 
is  almost  identical.  However,  patients  diagnosed 
during  the  years  around  1960  and  having  castra- 
tion as  part  of  their  therapy  have  substantially 
lower  long-term  survival  rates  than  do  comparably 
treated  patients  diagnosed  around  1950.  An  ex- 
planation of  this  interesting  observation  is  not 
readily  available. 

Total  survival  time  from  diagnosis  to  death  is 
undoubtedly  the  most  important  interval  to  con- 
sider in  any  study  of  the  cpiantity  of  survival.^ 
This  interval  has  been  utilized  in  all  analyses  of  the 
Connecticut  Tumor  Registry  data  so  far  presented. 
In  order  to  investigate  other  intervals  of  interest 
that  have  not  been  routinely  coded  for  the  registry 
data,  e.g.,  from  recurrence  to  death,  the  case  re- 
cords of  192  patients  included  in  the  registry  and 


Table  V 

Distiibutiou  of  cases  and  survival  values^; 
Personal  scries  of  192  advanced  breast  cancer  cases. 


ro  i Ar.  CASES 
NO  % 

CASTRAl  ID 
CASKS  ONLY 
NO.  % 

Fotal  number  of  patients 

192  100.0 

70  100.0 

Primary  treatment: 

Radical  mastectomy 

161  83.9 

60  85.7 

Simple  mastectomy 

14  7.3 

6 8.6 

No  mastectomy 

17  8.9 

4 5.7 

Stage  of  disease  at  diagnosis: 

I.ocalized 

.54  28.1 

11  15.7 

Regional 

110  57.3 

47  67.1 

Remote 

21  10.9 

9 12.9 

Unknown 

7 3.6 

3 4.3 

Age  at  diagnosis: 

Less  than  55 

113  58.9 

67  95.7 

55  or  older 

79  41.1 

3 4.3 

Average 

51.6 

41.5 

Months  from  diagnosis 

to  recurrence: 

Mean 

35-38 

30-34 

Median 

21-25 

18-22 

Months  from  recurrence 
to  death: 

Mean 

25-26 

25-27 

Median 

18-20 

18-21 

Months  from  diagnosis 
to  death: 

Mean 

60-64 

56-61 

Median 

47-50 

48-52 

‘Two  values  are  shown  for  each  mean  and  median: 

(value  based  on  dead  cases  only)—  (value  based  on  dead  and 
alive  cases) 
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.ill  ol  whom  were  in.-maged  by  a leading  medical 
oncologist  in  the  stale,  were  leviewed  with  pailicu- 
lai  legaicl  to  the  lime  ol  reeiirrenee.  An  analysis 
of  the  entire  series  ( Table  V)  revealed  data  on  pri- 
mary treatment,  sttige  of  disease,  and  age  at  diag- 
nosis which  show  these  cases  to  be  comparable  to 
series  leported  by  other  authors. 

I he  192  patients  were  all  diagnosed  between 
19-10  and  19().H  (over  80  per  cent  since  1955).  All 
were  followed  until  death  except  for  31  patients 
still  alive  at  the  time  of  the  analysis.  Follow-np  in- 
lormalion  was  available  into  calendar  year  1905  on 
all  but  3 of  the  31  patients  still  alive. 

Survival  values  are  shown  in  Table  5 for  all  192 
ca.ses  and  separately  for  the  70  patients  castrated 
eiilier  prophylaclively  (19  cases)  or  therapeutically 
(51  cases).  I’here  is  little  difference  between  the 
survival  experience  of  the  castrated  patients  and 
the  total  series.  I'he  mean  and  median  survival 
values  lor  the  castrated  patients  can  rea.scrnably  be 
compared  to  other  reports  in  the  literature  (e.g., 
3,  1)  and  it  can  be  stated  that  the  survival  in  this 
small  Connecticut  .series  appears  to  he  cpiite  favor- 
able. 

J'here  were  162  patients  in  this  series  who  re- 
ceived a combination  of  chemotherapy  pins  medical 
hormones  as  secondary  treatment  for  their  advanced 
disea.se.  Hormones  alone  were  included  in  the  treat- 
ment of  53  patients,  .\drenalectomy  was  |:)erformed 
on  only  16  patients  and  hypophysec  tomv  on  but  6 
patients,  d'he  survival  experienced  by  this  series 
suggests  that  a planned,  deliberate  and  sophisticated 
piogram  emphasizing  medical,  hormonal  and 
( hemotherapeutic  treatment  may  yiekl  resnlts  as 
favorable  as  under  a program  stressing  major  en- 
docrine ablative  procedures. 

Discussion  And  Conclusions 

The  purpo.se  of  this  investigation  was  to  examine 
the  data  collected  in  the  (atnnecticnt  d’umor 
Registry  on  the  type  of  treatment  regimes  in  the 
mantigement  of  advanced  breast  cancer  and  to  eval- 
uate the  results  obtained  by  such  therapeutic  ap- 
jtroaches.  Although  the  results  presented  here  are 
oidy  tentative,  ohservations  on  the  use  and  the  re- 
sults of  castration  in  the  time  period  1957  to  1962 
as  compared  with  about  a dectide  earlier  are  of  in- 
terest. Castration  by  radiation  is  rarely  done  any- 
more and  the  percentage  of  lho.se  females  being 
surgically  castrated  either  early  or  late  has  not 
changed  appreciably  between  1950  and  I960,  d’he 
5-year  survival  rate  of  all  castrated  patients  ap- 
pears to  have  decrea.sed,  especially  so  in  the  thera- 
peutic groujj. 

Residts  following  prophylactic  castration  were 
snpei  ior  to  those  obtained  for  patients  therapeu- 


tically ctisirated  based  on  the  3 or  5-year  survival 
tales.  Rough  estimates  ol  median  survival  obttuned 
1 1 om  the  dat;i  shown  in  1 able  I\^  lor  Connecticut 
lesidents  :ire  ;it  vari.ance  with  the  findings  rejiorted 
by  Kennedy,  el  af*  for  residents  of  the  upper  mid- 
western  Uiiiled  .Stales.  In  the  “homogeneous  cas- 
tration seiies’’  ol  those  authors,  there  were  108 
|)i ophylaclic  castrations  and  105  therapeutic  cas- 
trations (or  as  Kennedy  suggested  they  be  termed 

e.uly  ,'incl  late  castration)  ivith  median  inter- 
v;ds  of  survival  from  initial  therapy  to  death  of 
tibont  3 years  for  both  castration  groups.  Median 
survival  from  diagnosis  to  death  computed  from  the 
data  for  either  lime  period  shown  in  Table  4 is 
slightly  greater  than  3 years  for  the  therapeutic 
castration  group  hut  in  excess  of  5 years  for  the 
prophylactic  castration  group. 

1 he  data  on  192  advanced  breast  cancer  ca.ses 
Iretited  by  one  medical  oncologist  were  stndied  in 
depth.  It  can  be  stated  that  the  survival  in  this 
small  Connecticut  series  appears  to  be  as  favorable 
or  more  so  than  that  presented  by  several  other  in- 
vestigators. I he  survival  exjjerienced  bv  this  Con- 
necticut series,  primarily  receiving  hormones  com- 
bined with  chemotherapeutic  drugs  as  secondary 
therapy  lor  their  widespread  metasta.ses,  suggests 
that  a conservative  program  emphasizing  medical 
hormones  and  chemotherapy  may  yield  results  as 
ftivor.'ible  as  ;i  program  of  mtijor  endocrine  surgery 
which  has  such  a position  of  prominence  today. 
Further  evidence  in  this  direction  could  possibly 
leticl  to  the  conclusion  that  hormonal  and  chemo- 
therapeutic drugs  in  the  treatment  philosophy  of 
advanced  breast  cancer  could  eventually  replace 
major  endocrine  extirpation  therapy  as  was  hinted 
:il  by  Landau.^ 

1 he  results  described  so  far  become  even  more 
important  when  one  considers  not  only  the  cpianti- 
ly  but  the  cpiality  ol  survival.  While  these  present 
investigations  were  primarily  concerned  with  the 
number  of  patients  surviving,  it  is  always  im- 
jjortant  to  reflect  on  the  way  they  survive  while  con- 
sidering the  choice  of  treatment  modalities.  It  has 
been  so  very  ajjtly  slated  b)  Hayward*'  that  “in  the 
iretiiment  of  advanced  bretist  cancer  the  survival 
rate  is  ])robably  less  important  than  the  equality  of 
suivival.”  In  all  approaches  to  treatment  regimes, 
but  especially  in  those  affecting  the  advtinced  breast 
ctincer  patients,  “if  major  operative  treatment  is 
considered,  then  the  benefit  to  be  accrued  must  be 
worth  while.”  We  concur  with  this  philosophy. 
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New  Dimensions  For  Health  Care 

Oni:  resiih  ol  ihe  snnultaucous  ]Mogre.ss  in  science  and  changes  in  our  national 
socio-economic  strnclure  is  the  cinrent  widesjnead  inleiest  in  ettorts  to  eradicate 
the  root-c;tuses  ol  ill  health.  Improved  communication  and  easier  travel  have  led 
to  a hettei  imderstttnditig  ol  the  need  lot  these  efiorls.  Ciovernmcnt  now  considers 
health  care  a major  i.ssue.  Con.secjuently,  while  the  search  lor  the  basic  etiology 
of  categorized  disea.se  entities  continues  with  unprecedetited  vigor,  numerous 
other  programs  have  been  itiitiated  which  ate  beamed  at  the  elimination,  or  :u 
least  diminution,  ol  lactors  having  less  direct,  hut  im])ortaul,  c:ius:d-relationship 
to  illness. 

Physicians  have  long  been  aware  that  many  environmental  lactors  etihance 
the  probability  and  sustain  a high  incidence  ol  distihility.  An  eidightened  Public, 
more  than  ever  conscious  of  the  burdens  of  illness  which  increasitigly  altect  the 
welfare  ol  our  entire  society,  is  now  seeking  methods  of  corrective  action.  To  be 
sure  this  interest  ttiay  be  partly  i elated  to  the  lear  ol  disturbed  national  econ- 
omy, decreased  productivity  and  othei  like  tasks.  The  sinceie  concern  with  water 
and  ;iii -jioll  lit  ion  and  with  .iccidents  on  our  highwitys  is  clear  evidence  ol 
aroused  communities.  They  recognize  that  the  .solution  of  these  problems  in- 
vokes cooperation  of  many  factions  having  overlapping,  and  often  vested,  inter- 
ests. In  this  respect  the  medical  l*rolession  may  be  expec  ted  to  assume  more  than 
a traditional  role  in  community  ellorts  to  protect  its  citizens  from  hazards  to 
health. 

A superficial  look  at  the  high  prevalence  ol  alcoholism,  extensive  narcotic  ad- 
diction, and  widespread  use  of  trancpiillizers  is  sulheient  to  indicate  the  need 
lor  critical  analysis  of  a caiise-and-elfect  relationship  to  the  stresses  associated 
with  the  way-of-lile  ol  our  society.  It  is  urgent  and  perluips  more  practical 
that  the  Profession  energetically  tissisl  in  community  educational,  or  other, 
movements  designed  tcj  alleviate  presumpti\e  causes  while  tiwaiting  more  defini- 
tive atiswers  to  these  medical-social  problems.  Objectives  such  as  pre.servalion  of 
1 cci eaticmal  areas  accessible  for  use  by  the  jjeople,  assistance  to  underprivileged 
neighhorhocxls  or  “ghettos,”  promotion  of  facilities  lor  cultural  enrichments  of 
the  “masses,”  and  intelligent  family-planning  are  integral  parts  of  any  plan  for 
the  improvement  of  total  (physical  and  mental)  health  and  “human  betterment.” 

.\s  a result  of  the  recent  adoption  of  new  methods  of  financing  such  as  medi- 
care and  a rapidly  developing  attitude  that  good  health  is  the  “right”  of  the 
citizen,  there  is  increasing  emj)hasis  on  the  demand  for  the  provision  of  total 
health  care.  Of  necessity  doctors  have  largely  concentrated  on  the  treatment  of 
disease.  Although  some  active  and  passive  methods  of  prevention  of  disease  have 
long  been  employed  by  the  Profession,  it  is  probable  that  new  demands  by  the 
Public  lor  the  jMeservation  of  good  health  will  lead  to  further  development  and 
more  extensive  use  of  medical  and  social  techniques  of  preventive  care  in  the 
future.  If  hojre  can  be  converted  into  achievement,  the  reduction  in  human 
sidfering  and  costs  of  illness  can  he  gigantic. 

Orvan  \Vh  Hr.ss,  m.d. 
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FROM  THE  GENERAL  MANAGER’S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards,  m.d.,  General  Manager 

160  St.  Ronan  Street,  New  Haven,  Conn.  Josephine  P.  Lindquist 

Telephone  865  0587  Assistant  to  General  Manager 


CALL 

ANNUAL  MEETING  OF  THE  HOUSE  OF  DELEGATES 


The  1967  Annual  Meeting  of  the  House  of  Delegates  will  be  held  at  the  Hartford-Hilton  Hotel, 
Hartford,  commencing  at  9:00  o'clock  in  the  morning  of  Tuesday,  April  25. 

Following  luncheon,  the  House  will  reconvene  for  the  completion  of  business. 

Orvan  W.  Hess,  President 

Kenneth  F.  Brandon,  Speaker  of  the  House 

Waldo  E.  Martin,  Secretary 


INTRODUCTION  OF  RESOLUTIONS 

Article  V,  Section  12,  Par.  3 of  the  Bylaws  of  the  Society  Provides  that; 

All  resolutions  to  be  considered  as  regular  business  at  any  regular  meeting  of  the  House  of  Delegates  must  be  in  the 
hands  of  the  Speaker  not  later  than  seventy-two  hours  before  the  opening  of  that  meeting.  All  resolutions  and  recommen- 
dations published  in  the  official  agenda  distributed  to  the  members  of  the  House  prior  to  the  meeting  at  which  action 
is  to  be  taken  shall  be  considered  as  regular  business.  Resolutions  presented  later  than  seventy-two  hours  before  the  open- 
ing of  a meeting  will  be  referred  for  consideration  as  regular  business  by  the  House  only  when  they  are  presented  by 
the  Council  or  accepted  for  consideration  by  majority  vote  of  the  delegates  present.  Any  resolution  which  does  not 
qualify  in  accordance  with  the  aforesaid  provisions  for  consideration  as  regular  business  may  be  accepted  for  action  by 
a majority  vote  of  the  delegates  present  and,  if  so  accepted,  shall  be  referred  at  once  by  the  Speaker  to  a reference  com- 
mittee. Any  such  reference  committee  shall  consider  resolutions  referred  to  it  and  shall  report,  with  recommendations  to 
the  House  before  adjournment  of  the  meeting. 

PROPOSED  AMENDMENT  TO  THE  BYLAWS 

The  following  proposed  amendment  to  the  Bylaws  was  presented  to  the  House  of  Dele- 
gates on  December  8,  1966  and  were  tabled  for  consideration  and  action  at  the  next  regular 
meeting  of  the  House  of  Delegates. 

In  accordance  with  the  Bylaws,  this  amendment  will  be  published  in  Connecticut  Medicine, 
"on  one  or  more  occasions  prior  to  the  next  meeting  ...  at  which  meeting  the  amendment 
shall  be  taken  off  the  table  and  acted  upon  by  the  House  of  Delegates." 


INTRODUCED  BY  THE  COUNCIL: 

The  Committee(s)  On  Public  Relations 

Objective:  To  aboli.sh  the  present  two-committee 
PR  Divisional  structure  (totalling  19  members) 
and  to  provide  for  the  annual  election  of  a single 
large  committee  of  24  members.  By  so  doing, 
it  is  hoped  to  increase  the  effectiveness  of  the  PR 
Division  by  having  more  participants  numeri- 
cally; to  assure  having  adecjuate  county-by-county 
representation  at  all  meetings  of  the  Division; 
and  to  stimulate  greater  interest  in  public  rela- 
tions activities  at  state  and  county  levels  through 
a continuing  two-way  exchange  of  ideas. 

Proposed  Amendment : Article  XI— DIVISIONAL 
BOARDS  AND  COMMITTEES. 

(1)  Section  3.— Divisional  Standing  Committees 


Par.  (E)  —Public  Relations  Division 

Delete:  Committee  on  County  and  Local  Pub- 
lic Relations.  Committee  on  State  and  Na- 
tional Public  Relations 
Substitute : Committee  on  Public  Relations 
(II)  Section  5.— Duties  of  Standing  Committees 
Delete:  Present  Paras.  16  and  17  (describing 
present  2 committees) 

Substitute : New  Par  16  as  follows: 

Par.  16  COMMITTEE  ON  PUBLIC  REL.V- 
TIONS.  The  Council  shall  annually  nominate 
to  the  House  of  Delegates  a Committee  on  Public 
Relations  of  twenty-four  members  of  The  So- 
ciety and  shall  nominate  the  chairman  thereof. 
The  nominations  shall  be  made  as  follows:  Eight 
members  recommended  for  nomination  by  the 
component  county  medical  associations,  on  the 
basis  of  one  per  county;  eight  additional  mem- 
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hers  selected  hy  the  Council,  on  the  basis  ol  one 
liom  each  comity;  and  the  other  eight  ineinhers 
(o  he  selected  at-large.  I'he  Innction  ol  the  Coin- 
inittee  shall  he  to  iiu|niie  into  and  pass  upon 
such  phases  ol  jnihlic  itiloi  ination  as  deal  with 
the  care  ol  the  sick  and  the  practice  ol  medicine, 
to  keep  the  people  ol  Connecticut  accurately  and 
reliably  iniormed  concerning  matters  ol  public 
interest  iti  the  held  ol  medicine,  to  eiuonrage 
coidial  relations  and  nnderstatiding  with  com- 
mnnications  media  and  to  cooperate  with  other 
committees  ol  the  Society  and  ol  the  .\M.V  in  a 
program  ol  public  relations,  d'he  Committee 
shall  assist  the  committee  oti  public  relations  ol 
the  componetit  as.sociations  in  developing  and 
dissemitiating  acctirate  and  reliable  inlormation 
(oncei  iiing  matters  ol  ]mblic  ititcrest  in  the  held 
ol  medicine  and  shall  use  its  ellorts  to  cnconrage 
coo])eration  by  the  committees  on  jniblic  rela- 
tiotis  ol  the  compotient  associations  with  local 
medical  societies,  allied  prolessional  groups, 
\olntitary  ageticies,  the  ])ie.ss,  radio,  teletision 
atid  other  groups  tvithin  the  respectice  counties 
in  a program  ol  public  relatiotis. 

(Ill)  Rentimber  present  Paras.  18  through  2!)  to 
become  Paras.  17  through  28. 


Delegates  To  Annual  Meeting 

The  bylaws  ol  the  Scjciety  jnovitle  that  each 
(otitity  association  is  entitled  to  one  delegate  iti 
the  House  ol  Delegates  lor  each  thirty-live  .Vctice 
or  Idle  Members  in  the  association  or  Iracticm 
thereol  based  oti  the  membership  as  ol  December 
.Hist  ol  the  immediately  jtreceding  year.  According 
to  this,  the  cpiota  ol  delegates _ Iroin  each  county 
associatioti  who  should  attend  the  .\nnual  Meeting 
ol  the  1 louse  ol  Delegates  which  will  be  held  in 
llartlord,  .\pril  25,  1967,  and  the  Semi-,\nnnal 
Meetitig  iti  December,  I9()7,  is  as  lollows: 


Meinhers}iip  Official 
Dec.  31,  Dele- 


County 

1966 

gates 

Fairfield 

95  H 

28 

Htirtlord 

1 120 

32 

1 .itchlield 

150 

5 

Middlesex 

121 

4 

Mem  berslii j>  Official 
Dec.  31,  Dele- 
County  1966  gate.% 

New  Haven  1019  HO 

New  Lotidon  200  (i 

Tolland  29  I 

Wbtulham  74  H 


Election  Of  Councilors  And  Associate 
Councilors 


Contuilors  atid  .Vssociate  Cotttuilors,  who  shall 
serve  lor  two  years,  shall  be  elected  this  year  at 
the  antuial  meeting  of  each  of  the  county  as.so- 
ciation  in  Hartford,  Middlesex,  New  London  and 
W’indham  counties.  Iti  accordance  with  the  bylaws, 
each  component  association  ha\ing  over  750  mem- 
bers may  elec  t otie  additional  .Associate  Ccnmcilor. 
I herelore,  the  Hartlcjrd  Coiintv  .Medical  .Associa- 


tion shall  elect  a Councilor  and  two  .Associate 
Councilors  lor  a two  year  term. 

No  Councilor  or  .Associate  Councilor  elected  by 
a component  association  shall  serve  more  than  three 
successive  terms  ol  twcj  years  each  in  his  respective 
ollice,  but  alter  a lapse  ol  one  term  ol  twcj  years, 
such  Councilcji  cjr  .Asscjciate  Councilor  shall  be 
eligible  lor  reelection. 

.Newly  elected  Councilors  atid  .Associate  Coun- 
cilors shall  not  assume  olhee  until  alter  the  .Annual 
Meeting  ol  the  House  ol  Delegates. 

An  Acknowledgement  | 

Recently  it  was  brought  to  the  attention  ol  the  i 
president  ol  the  Society  that  this  year’s  .Annual  l 
Meeting  and  Scientific  .Assembly  on  .April  25-27  | 
will  partially  conllict  with  the  Passover  Holidays.  ' 
Iti  a letter  to  a member  who  wrote  to  him  concern-  ' 
ing  this  matter.  President  Orvan  W.  Hess  replied; 
“Please  be  assured  that  you  have  the  expressed  re- 
grets ol  the  Council,  as  well  as  my  own,  that  this 
conllict  tvill  occur.”  . . . “.As  you  may  know,  our 
annual  meetings  have  to  be  planned  nearlv  a year 
in  advance  . . . (and)  ...  in  this  instance,  apparent- 
ly, there  was  a ‘blind  spot’  last  summer  (when  the 
Council  selected  the  dates)  with  respect  to  the 
Passover  observances  in  19(i7.”  . . . “5’ou  are  cor- 
rect that  it  would  be  impossible  to  reschedule  the 
various  programs  at  this  late  date,  but  jilease 
utiderstatid  that  the  cjversight  was  entirely  unin- 
tentional and  that  we  will  make  special  ellorts  in 
the  luttire  to  eliminate  the  possibility  ol  this  or 
similar  conflicts  coming  about.” 

SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 
Wednesday,  January  11,  1967 
I.  Attendance 

Present  in  addition  to  the  .Acting  Chairman,  Dr. 
Orvan  \Vb  He.ss,  were:  Drs.  bradley,  Gardner,  \V. 
iMttrtiti,  branclon,  H.  Caplan,  Polivy,  Rogol,  Gren- 
doti,  .Abbot,  .Spitz,  Hastings,  Sheparcl,  Ayres, 
Cramer,  Fabro,  Grant,  Petrie,  Pelz  and  Wilson. 
.Also  prc.sent  were:  Mrs.  I.indcpiist,  Mr.  Ahllano, 
.Air.  Chilcoat  (.AM.A),  Dr.  John  Donnelly  (CSMS 
Committee  on  Mental  Health)  and  Dr.  Richards. 

.Absent  were:  Drs.  Goldberg,  M.  Caplan,  S.  J. 
Martin,  Egan,  Nolan,  Ciccarelli,  Palomba  and 
Roch. 

II.  Routine  Business 

Approval  Of  Minutes 

.As  printed  and  clistribttted,  it  was  AA)TED  to 
ap])rove  the  minutes  of  the  nteeting  ol  December 
21,  19(i(i. 
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Election  Of  Student  Member 

It  was  VOTED  to  elect  to  Student  Membership 
ane  Connecticut  resident  who  is  attending  medical 
whool  as  follotvs: 

John  E.  Sawicki 

Meriden,  Connecticut 

George  'Washington  School  of  Medicine— Class 
of  1969 

Parent— Edward  J.  Sawicki 

Representotive — AMA  Conference  On 
Emergency  Medico/  Service 

It  was  VOTED  to  direct  the  Chairman  and  the 
General  Manager  to  appoint  a member  of  the  So- 
ciety to  attend  this  Conference  as  a CSMS  repre- 
sentative and  to  report  to  the  Council  on  the  pro- 
ceedings thereat.  After  considering  several  names 
suggested  by  members  of  the  Council,  this  appoint- 
ment was  made  as  follows: 

J.  Benton  Egee,  Newtown 

Gift  To  Connecticut  Physicians'  Art  Association 

It  was  VOTED  to  sponsor  an  art  exhibit  at  the 
Annual  Meeting  in  April,  to  be  arranged  and  con- 
ducted by  the  CPAA,  and  to  cover  expenses  at- 
tendant thereto  in  an  amount  up  to  $200  out  of 
General  Funds. 

Date  Of  Next  Meeting 

The  next  meeting  of  the  Council  will  be  held 
on  Thursday,  February  16,  1967. 

III.  Old,  New  And  Special  Business 

Report— Ad  Hoc  Committee  On  Physician-Hospital 
Financial  Arrangements 

It  was  VOTED  to  accept  a report  filed  by  this 
Ad  Hoc  Committee,  concerning  “open”  policy  for 
hospital  medical  staff  appointments,  and  to  place 
the  report  on  the  agenda  for  discussion  at  the  next 
Conference  of  County  Medical  Association  Officers. 
Subsequent  to  discussion  of  the  report  at  that  Con- 
ference, copies  are  to  be  sent  to  the  governing 
boards  of  all  component  county  medical  associ- 
ations and  possibly  to  other  interested  parties.  It 
was  VOTED  to  table  several  motions  calling  for 
distribution  of  the  report  to  outside  agencies  at 
this  time. 

The  "Minis  Report"  On  Graduate  Education 
Of  Physicians 

Pursuant  to  a recommendation  made  by  Michael 
A.  Dean,  Bridgeport,  Acting  Delegate  to  the  AMA 
at  the  recent  Las  Vegas  meeting,  it  was  VOTED 
to  refer  the  AMA’s  “Millis  Report”  to  the  CSMS 
Committee  on  Postgraduate  Education  for  study 
and  report  (with  recommendations)  to  the  Coun- 
cil. Since  the  Millis  Report  will  come  before  the 
AMA  House  of  Delegates  in  June  for  definitive 
action,  it  was  Dr.  Dean’s  feeling  that  the  Society’s 


Delegates  shoidd  be  advised  of  state-level  reaction 
to  the  Report  and  its  implications. 

Representative— Advisory  Committee  On 
Title  XIX  MA  Program 

At  the  request  of  Welfare  Commissioner,  Ber- 
nard Shapiro,  it  was  VOTED  to  recommend  Orvan 
W^.  Hess,  New  Haven,  as  a CSAIS  representative  on 
the  Advisory  Committee  to  the  State  Welfare  Com- 
missioner on  Medical  Care  Services,  as  required  by 
Title  JtlX  of  P.L.  89-97. 

Legislation— 1967  General  Assembly 

The  Council  reviewed  a number  of  matters  con- 
cerning legislation  which  will  come  before  the 
General  Assembly  at  the  1967  session,  and  look 
actions  thereon  as  follows: 

(1)  With  minor  editorial  changes,  it  was  VOTED 
to  approve  the  draft  of  a Society-sponsored  bill 
titled:  An  Act  concerning  Payments  for  Services  of 
Physicians  Under  Medical  Assistance  Programs  Im- 
plementing Title  XIX  of  P.L.  89-97.  In  brief,  the 
bill  calls  for  the  State  to  pay  physicians  their 
“usual  and  customary  charges”  for  services  rend- 
ered to  Title  XIX  beneficiaries;  defines  the  mean- 
ing of  “usual  and  customary  charges”;  and  pro- 
vides that,  on  questioned  claims  for  payment,  the 
Welfare  Commissioner  or  his  agent  shall  seek  the 
opinion  of  an  appropriate  County  Aledical  Associ- 
ation. 

(2)  With  minor  editorial  changes,  it  was  VOTED 
to  approve  the  draft  of  a Society-sponsored  bill 
titled:  An  Act  concerning  Interference  with  the 
Rights  of  Beneficiaries  Receiving  Medical  Assis- 
tance under  Title  XIX  of  P.L.  89-97.  In  brief,  the 
bill  prohibits  any  individual  or  agency,  public  or 
private,  from  acting  to  deny  MA  beneficiaries  of 
any  of  their  rights,  or  to  interfere  with  or  control 
the  practice  of  medicine  by  licensed  physicians  or 
the  manner  in  which  medical  services  are  cus- 
tomarily provided. 

(3)  Having  heard  John  Donnelly,  Chairman  of 
the  CSMS  Committee  on  Mental  Health,  outline 
the  provisions  and  purposes  of  a comprehensive 
‘Jrackage”  of  legislation  which  will  be  introduced 
on  thugs  and  drng  addiction,  it  was  VOTED  to 
give  the  Society’s  support  to  the  legislative  program 
on  drug  control  and  the  treatment  of  drug  addic- 
tion recommended  by  the  Committee  on  Mental 
Health.  Several  details  of  the  proposed  legislation 
(such  as  a requirement  that  prescriptions  be  writ- 
ten in  triplicate)  will  be  opposed. 

N.B.:  The  foregoing  is  a summary  of  the  proceed- 
ings and  actions  of  the  Council  on  January 
11,  1967.  Detailed  minutes  of  the  meeting 
are  on  file  at  160  St.  Ronan  Street,  New 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 
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New  Haven  County 

rhe  Business  meeting  of  the  IH'hd  Annual 
,\feeting  of  the  New  Haven  County  Medical  Asso- 
ciation will  be  followed  by  the  1 1th  Animal  |oinl 
Dinner  with  the  \Vh)man’s  Auxiliary  to  llie  Neev 
Haven  Cemnty  Medical  Association. 

This  will  be  followed  by  the  Presentation  ol  the 
Placjue  to  the  Past  President. 

I he  alter  ditiner  program  will  include:  perform- 
ance by  Miss  Pattie  Bayne,  magician-comedian 
followed  by  entertainment  bv  Mr.  ,\1  Flosso, 
known  as  the  “Coney  Island  Fakir,”  popular 
comediati. 

Date— Thursday,  March  30,  19(i7 
Place— Waverly  Inn,  Cheshire 
Time— Business  Meeting— 3:30  |).m. 
Dinner— 7:00  p.m. 

Board  Of  Governors 
New  Haven  County  Medical  Association 
January  26,  1967 

1 he  Board  of  Governors  of  the  New  Haven 
County  Medical  Association  met  at  the  Graduates 
Club  on  Elm  .Street,  New  Haven,  on  Fhnrsclay, 
[annary  26,  1907  at  4:30  p.m.,  with  Max  Caplan 
presiditig. 

Reports  on  the  latest  Medicare  and  Medicaid 
problems  which  came  before  the  Ciouncil  were  re- 
ported by  our  Councilors  Fhank  Abbot  and  Stewart 
Petrie. 

A letter  was  read  to  the  Board  which  brought  to 
its  attention  the  Department  of  Public  Health  of 
the  Vale  Medical  School  has  received  a Federal 
grant  of  nearly  ,|200,000.  for  a “Study  of  total 
medietd  Care.”  Part  of  this  study,  it  is  re]K>rtecI, 
will  be  the  jjossibility  of  a “closed  panel”  medical 
care  program  for  the  members  of  a large  labor 
union  and  their  dej^endents  and  a similar  presgram 
Icjr  the  Yale  University  Family. 

It  was  voted  unanimously  that  the  Clerk  be  di- 
rected to  send  letters  to  Senators  Ribicoff  and 
Dodd  and  all  of  Connecticut’s  members  of  the 
House  of  Representatives  calling  their  attentioti  to 
this  grant  of  taxpayers’  moneys.  The  Board,  as 
physicians  and  taxpayers,  objected  to  this  on  two 
counts:  (1)  it  is  reduplicative  with  respect  to  other 
grants  which  have  already  been  made  for  the  same 
purpose;  and  (2)  it  is  morally  wrong  to  use  public 


moneys  lor  any  type  ol  study  that  is  almost  certain 
to  (ind  that  piivate  medicine,  as  a free  enterprise 
calling,  ought  to  be  clone  away  with  and  rejjlaced 
I)y  a tax-snpported  centrali/ed  system. 

4'he  close  of  the  business  meeting  was  followed 
liy  a social  hour  and  dinner. 

Respc'ctlully  submit  led, 

H.  A.  LfVIN,  M.D.,  C:i.IRK 

A. M. A. — 116th  Annual  Convention 

Atlantic  City,  New  Jersey 
June  18-22,  1967 

1 he  116th  Annual  Convention  of  the  American 
■Medical  .\.ssociation  will  be  held  in  .\tlantic  City 
June  18-22  this  year.  Cionvention  Hall  and  sur- 
rounding hotels  will  house  the  .Scientific  Program; 
the  House  ol  Delegates  will  meet  at  the  Chalfonte- 
Haclclon  Hall  Hotel. 

Among  special  presentations  planned  are  fonr 
general  scientific  sessions  on  backache,  healing, 
patient  care,  and  sex. 

I he  22  .Scientific  .Sections  will  oiler  jirograms  in- 
dividually, and  many  will  hold  joint  meetings  on 
subjects  of  common  interest.  .-V  full  .schedule  of 
medical  motion  pictures  is  platmccl.  At  least  five 
color  telecasts  will  be  broadcast,  live  from  a Phila- 
delphia hos]utal  in  cooperation  with  the  Univer- 
sity of  Penn-sylvania  School  of  .Medicine. 

I he  Cieneral  .Scientific  Meetings  are  open  to  all 
physicians  attending  the  .\nnual  Con\enticjn. 

Other  General  Scientific  Meetings  on  this  year’s 
.\nnual  Conventic:m  program  will  be  on  the  sub- 
ject cjl:  backache,  healing  and  sex. 

In  addition  to  the  Cieneral  Sessions,  each  of  the 
22  Scientific  .Sections  will  presetu  scientific  ])ro- 
grams.  Many  of  the  Section  programs  will,  as  in 
past  years,  be  joint  meetings  of  two  or  more  Sections 
and,  in  some  instance.s,  a specialty  .society. 

Specialty  .societies  joining  .\M.\  Sectiotis  will  in- 
clude: 

— Fhe  .American  College  of  Chest  Physicians, 
which  will  join  the  Section  on  Diseases  of  the  (ihest 
for  a program. 

— I’he  American  College  of  Cardiology,  which 
will  join  the  Section  on  Internal  .Medicine  in  a 
sessiem. 

—1  he  Society  Icjr  Investigative  Dermatcjlogy,  Itic., 
which  will  hold  its  meetings  in  conjunction  with 
the  Section  on  Dermatology. 
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New  From  Yale  University 
School  Of  Medicine 

The  key  component  of  the  system,  to  record 
['etal  electrocardiography  developed  by  Dr.  Edward 
H.  Hon,  Associate  Professor  of  Obstetrics  and 
Gynecology  at  the  Yale  School  of  Medicine,  is  a 
new  kind  of  electrode  that  attaches  to  the  scalp  of 
the  unborn  child  tvdrile  it  is  in  the  mother’s  uterus. 
The  device  provides  the  most  clearly  defined  fetal 
electrocardiogram  (EGG)  patterns  that  have  ever 
been  recorded. 

Eetal  electrocardiograms  are  studied  for  altera- 
tions in  waveform  that  may  indicate  problems  in 
the  unborn  baby.  In  addition,  the  timing  of  the 
successive  fetal  ECG’s  is  used  to  monitor  the  fetal 
heart  rate  continuously  during  labor  and  delivery. 
Clinically,  deviations  from  the  normal  range  of 
120  to  160  beats  jrer  minute  are  considered  signs  of 
distress  in  the  fetus.  Unless  they  can  be  corrected 
promptly,  immediate  surgical  delivery  of  the  baby 
is  necessary  to  prevent  its  death  or  irreversible 
damage  to  its  health. 

Dr.  Hon  has  been  doing  research  on  fetal  electro- 
cardiography for  the  past  ten  years  and  has  de- 
veloped a number  of  techniques  for  improving  the 
quality  of  fetal  ECCt  recordings.  Obtaining  the 
EGG  of  an  unborn  l)aby  is  a difficult  technical 
problem  because  of  the  inaccessibility  of  the  fetus. 
Fetal  ECG’s  that  are  recorded  from  outside  the 
maternal  abdomen  are  about  ten  microvolts  in 
amplitude,  or  only  1/lOOth  the  size  of  the  adult 
EGG.  With  the  new  type  of  electrode— which  is 
attached  directly  to  the  fetus— the  average  fetal 
EGG  is  about  300  to  400  microvolls  in  amplitude, 
and  signals  as  high  as  800  microvolts  have  been 
recorded. 

Symposium  Announcement 

The  Kidney  Foundation  of  Connecticut,  an 
affiliate  of  the  National  Kidney  Foundation,  an- 
nounces the  Third  Symposium  on  Kidney  Disease 
to  be  held  at  the  Hotel  America,  Hartford,  Con- 
necticut on  Thursday,  April  13,  1967. 

Program  sessions  9:00  A.M.  to  5:00  P.M.  Regis- 
tration Fee  10.00  (this  includes  luncheon)  . 
Courtesy  registrations  (do  not  include  luncheon) 
are  available  for  house  staff,  research  fellows  and 
nurses  upon  request  from  their  supervisor. 


Patronize  Your  JOURNAL 
A dvertisers 


BOOKS  RECEIVED 


Books  received  for  review  are  acknowledged  in  this 
department  and  such  acknowledgement  must  be  re- 
garded as  a sufficient  return  for  the  courtesy  of  the 
sender.  Selection  will  be  made  for  review  in  the  interests 
of  our  readers  and  as  space  permits. 


A Primer  of  Elect) ocardiogarphy.  Fifth  edition,  George  E. 
Burch,  M.D.,  F.A.C.P.,  F.A.C.C.  and  Travis  Winsor,  M.D., 
F.A.C.P.  Lea  & Febiger,  Philadelphia,  1966.  304  pp.,  286  ilhts- 
trations.  .86.50. 


Effective  Writing  For  Engineers-Managers-Scientists.  H.  J. 
Tichy,  John  Wiley  & Sons,  Inc.,  New  York,  London  and 
Sydney,  1966.  337  pp.  $5.95. 


Nobel  Symposium  I.  Muscular  Afferenls  And  Motor  Control. 
Ragnar  Granit,  John  Wiley  & Sons,  New  York,  London  and 
Sydney,  1966,  466  pp.,  $20.00. 


Radiology  in  World  War  IL  Prepared  and  pttblishcd  ttnder 
the  direction  of  Lieutenant  General  Leonard  D.  Heaton,  The 
Stirgeon  General,  United  States  Army.  Editor  in  Chief, 
Colonel  Arnold  Lorentz  Ahnfeldt,  MG,  US.\,  Editor  for  Radi- 
ology, Kenneth  D.  A.  Allen,  M.D.,  Assoc.  Editor,  Elizabeth 
M.  McEetridge,  M.A.  and  Assoc.  Editor,  Mindell  W.  Stein, 
B.Sc.  Office  of  the  Surgeon  General  Department  of  the  Army, 
Washington,  D.  C.  1966.  1132  pp.  with  317  illustrations, 
8 charts,  14  maps  and  a comprehensive  index.  $8.25. 


CLASSIFIED  ADVERTISING 

$9.00  for  25  words  or  less; 

$13.00  for  50  words;  20^  for  each  additional  word. 

50^  extra  if  keyed  through  CONNECTICUT  MEDICINE 

PAYABLE  IN  ADVANCE 

Closing  Date  for  copy:  10th  of  month  PRECEDING 
date  of  issue. 


ELDERLY  P.SYCHIATR1.ST,  preparing  to  retire,  has  attrac- 
tive office  space  available.  Excellent  location  on  East  side  of 
Bridgeport.  Call  Bridgeport  334-2755  or  write  D.P.C.,  c/o 
Connecticut  Medicine. 


FOR  RENT-FAIRFIELD,  CONNECTICUT.  Medical  Offices, 
in  one  story  brick  building,  center  of  town,  completely 
equipped,  air-conditioned,  ample  parking.  Write  A. A.,  c/o 
Connecticut  Medicine.  160  St.  Ronan  Street,  New  Haven, 
Connecticut,  06511. 


OPPORTUNFFY  in  growing  town.  Space  available  for  physi- 
liaii  ill  modern  |)i<)fessional  huildiiig.  Next  to  lown  Hall, 
school,  etc.  Owner:  Nicholas  P.  Kalenak,  Ledyard  464-7184. 
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INFLAMMATION: 

A cellular 


A SYNTLX  REPORT  based  on  recently 
developed  hypotheses  about  topical  cor- 
ticosteroids, including  the  cellular 
theories  of  inflammation  by  Thomas  F. 
Dougherty.  Ph.D.,  University  of  Utah. 

You  are  looking  at  a fibroblast  fight- 
ing for  life.  This  cell -one  of  the 
most  common  found  in  connective 
tissue -has  literally  been  poisoned 
by  cytotoxins  released  from  other 
cells  that  have  ruptured.  Soon,  if  the 
abnormal  activity  of  this  fibroblast 
does  not  cease,  it,  too,  will  rupture 
and  die  — one  more  casualty  in  the  in- 
flammatory wave  of  destruction  pre- 
cipitated by  injury. 

Until  a short  time  ago  no  one  had 
ever  witnessed  such  a scene  at  the 
cellular  level.  Now,  through  ad- 
vanced cinemicrographic  techniques, 
it  is  jiossible  to  view  and  photograph 
the  inflammatory  process  as  pro- 
duced experimentally  in  living  ani- 
mal tissue.  This  method  permits  new 
insight  into  the  mechanism  of  inflam- 
mation and  the  role  of  corticoster- 
oids in  therapeutic  management. 
Equally  important,  these  techniques 
shed  new  light  on  factors  that  may 
make  one  corticosteroid  more  effec- 
tive than  another -factors  that  can 
be  correlated  with  other  chemical, 
liiologic,  and  clinical  parameters. 


PLACEMENT  OPPORTUNITIES 

PEDIATRICIAX-Large  multi-specialty  group  is 
looking  lor  lourth  uiau  lor  Department  ol  Pedi- 
atrics in  a large  city  in  northern  Connecticut. 

W.\NTED:  G.P.  or  Internist  lor  General  Medi- 
cal and  Surgical  accredited  State  Veterans’  Hos- 
pital. Duties  are  those  ol  ward  officer  on  general 
medical  ward.  Older  physicians;  retiretl  or  semi- 
retired;  lull-time  or  part-time;  up  to  age  65,  il  still 
vigorous,  are  acceptable.  Many  hinge  benefits.  Ap- 
ply; Personnel  Officer,  State  Veterans  Home  and 
Hospital,  Rocky  Hill,  Cotmecticnt. 

RADIOLOGIST  - 350-bed  general  hospital 
needs  third  radiologist  lor  general  diagnostic  work. 
Isotopes,  therapy  and  special  ])tocedures  avadable, 
il  interestetl.  .A.  netv  9-room  depat  tment  is  beitig 
built.  Salary  $25,000  wdth  yearly  increments.  Con- 
tact; Howard  F.  Root,  M.D.,  c/o  Department  ol 
Radiology,  New  Rritain  General  Hospital,  New 
Britain,  Connecticut  06050. 

HOUSE  PHVSICLAN-Divcrsified  duties  in  135- 
bed  accredited  voluntary  hospital.  Connecticut  li- 
cense reqtured.  Monday  through  Friday  and  every 
other  Saturday  morning.  Salary;  .$15,000  yearly  plus 
3-room  lurnished  apartment.  Contact;  Admin istia- 
tor.  Park  City  Hospital,  Bridgeport,  Connecticut 
06604.  Telephone;  Area  Code  203,  368-0201, 

OBS-GYN-Board  certified  Ob,s-Gyn  needed  to 
associtite  with  another  Obs-Gyn  in  laige,  industiial 
city  in  Soitlhern  Connectictit,  leading  to  eventual 
partnership. 

HEALTH  DIRECTOR-City  ol  Stamlord,  pop- 
ulation 100,000  needs  physician  with  a degree  m 
Public  Health,  with  administrative  experience, 
and  willing  to  assume  leadership  in  expanding  and 
coordinating  the  health  activities  ol  the  com- 
munity can  command  a salary  equal  to  or  higher 
than  any  in  the  area.  Contact;  Frank  H.  D’Andrea, 
M.D.;  Chairman,  Health  Commission;  750  Sum- 
mer Street;  Stamlord,  Connecticut  06902. 

ANYONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL  MAN- 
AGER’S OFFICE,  160  ST.  RONAN  STREET, 
NEW  HAVEN,  CONNECLICUT  06511. 

PLACEMENT  WANTED 

G.P. —30  years  ol  age,  military  obligations  com- 
pleted. Wishes  to  practice  with  either  a group  or 
an  as.sociate  in  the  Guillord  area. 

INTERNIST-33  years  ol  age.  Board  eligible, 
military  obligations  satisfied.  Wishes  to  practice 
with  a group  in  a medium  to  small  community. 


What  can  be  done 
for  Susan  Jane 
To  stop  the  runs 
and  crampy  pain? 


Parepectolin  for  quick  relief  of  acute  diarrhea 
...soothes  colicky  pain  with  paregoric 
. . . consolidates  fluid  stools  with  pectin 
...adsorbs  irritants  with  kaolin,  and  protects 
intestinal  mucosa. 


In  children,  Parepectolin  may  be  used  to  control 
diarrhea  promptly  and  prevent  dehydration, 
until  etiology  has  been  determined.  In  some 
cases,  Parepectolin  may  be  all  the  therai^ 
necessary. 


Parepectolin 


Each  fluid  ounce  of  creamy  white  suspension  contains: 

Paregoric  (equivalent) (1.0  dram)  3.7  ml. 

Contains  opium  (%  grain)  15  mg.  per  fluid 


ounce. 

warning:  may  he  habit  forming 

Pectin (2'/2  grains)  162  mg. 

Kaolin  (specially  purified)  ....  (85  grains)  5.5  Gm. 
(alcohol  0.69%) 

Usual  Children’s  Dose;  One  or  two  teaspoonfuls 
three  times  daily. 


WILLIAM  H.  RORER,  INC. 

Fort  Washington,  Pa. 
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THE  BUSINESS  OVERHEAD  EXPENSE  PLAN 

Sponsored  by  the 

Connecticut  State  Medical  Society 

is  the  finest  plan  of  its  kind  available. 

Note  these  broad  provisions: 

1.  Twenty-four  months  protection 

(not  12,  15,  or  18  months) 

2.  Benefits  begin  on  the  sixteenth  day 

(not  the  31st  day) 

3.  Benefits  for  partial  disability  due  to  accident 

(usually  not  even  available  in  an 
overhead  expense  policy) 

4.  Waiver  of  premium  benefit. 

Why  settle  for  less  ? The  premium  is  deductible  ! 


For  details,  please  contact; 

GROUP  INSURERS,  INC.  1184  Chapel  Street  New  Haven,  Connecticut 


FORMULA- 


DENTOCAIN  LOTION,  MILD 


Alcohol 70% 

Benzocaine  10% 

Chloroform.  4 mins,  per  fluidounce. 


OH  , 

>^DEHT0CAIN  lotion  mild  makes  it  easier  to  go  through 
troublesome  teething  period.  A small  amount,  applied  with 
massage,  brings  quick,  soothing  relief  to  irritated  and 
wtoamed  gum  tissue,  aids  in  getting  infant  back  to  sleep. 

00^4^  pH  Mte  Moilte^  , . . 

' more  comfort  and  extra  sleep  for  the  baby.  DENTO- 

' ''\  'CyUH.  LOTION  mild  grants  the  mother  greater  peace  of 
\A''  and  several  additional  hours  of  necessary  rest. 

adult  is  also  useful  in  providing  temporary  relief 

' " foT  pain  of  adult  toothache. 

■■ 


Dentocain  Co:,  Bloomfield,  Conn.,  U.S.A. 


Professional  samples 
and  descriptive 
literature  sent  on 
request. 
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The  answer  may  be  yes ...  if  they’re  not  on 
Hygroton.  For  instance,  a therapeutic  dose 
of  a short-acting  diuretic  may  cost  3 times  as 
much  as  an  equivalent  dose  of  Hygroton.  With 
Hygroton,  in  fact,  you  can  usually  do  the  job 
with  just  one  tablet  a day  or  one  every  other 
day.  It’s  no  wonder  that  the  trend  has  been 
away  from  short-acting,  multiple-dose,  high- 
cost  diuretics. 

You  may  hear  that  a short-acting  diuretic  was 
more  effective  in  a 400  mg.  (ten-tablet)  dose 
than  Hygroton  in  a 200  mg.  (two-tablet)  dose. 


If  one  considers  maximum  recommended 
doses  for  each  product,  tablet  for  tablet 
Hygroton  was  clearly  superior.  Two  tablets 
of  Hygroton  were  found  to  produce  almost 
40%  more  natruresis  and  20%  more  weight 
loss  than  five  tablets  of  the  other  diuretic.* 
Note  that  these  are  maximum  recommended 
doses! 

For  effectiveness,  economy,  and  conven- 
ience, therefore,  Hygroton  is  the  diuretic  to 
choose  to  start  with  and  the  one  to  stay  with. 

*Brest,  A.  N.,  et  al.;  J.  New  Drugs  5:329, 1965. 


VS. 


Natruresis  above  control  values  after 
maximum  recommended  doses 
(mEq./24  hours)  in  “normal”  patients 

111  152 

5 tablets  short-acting  2 tablets 

nonthiazide  diuretic  Hygroton 

48-hour  weight  loss  after  maximum  recommended  doses 
in  edematous  patients  with  congestive  heart  failure 
due  to  arteriosclerotic  or  rheumatic  heart  disease 

1.84  lbs.  2.2  lbs. 

5 tablets  short-acting  2 tablets 

nonthiazide  diuretic  Hygroton 


Indications:  Hypertension  and  many  types  of  edema 
involving  retention  of  salt  and  water. 

Contraindications:  Hypersensitivity  and  most  cases  of 
severe  renal  or  hepatic  disease. 

Warning:  With  administration  of  enteric-coated  potas- 
sium supplements,  the  possibility  of  small  bowel  lesions 
should  be  kept  in  mind. 

Precautions:  Reduce  dosage  of  concomitant  antihyper- 
tensive agents  by  at  least  one-half.  Discontinue  if  the 
BUN  rises  or  liver  dysfunction  is  aggravated.  Electrolyte 
imbalance  and  potassium  depletion  may  occur;  take 
special  care  in  cirrhosis  or  severe  ischemic  heart  dis- 
ease, and  in  patients  receiving  corticosteroids,  ACTH, 


or  digitalis.  Salt  restriction  is  not  recommended. 

Side  Effects:  Dizziness,  weakness,  nausea,  vomiting, 
hyperglycemia,  hyperuricemia,  headache,  muscle 
cramps,  postural  hypotension,  constipation,  leukopenia, 
thrombocytopenia,  agranulocytosis,  impotence,  dysuria, 
transient  myopia,  skin  reactions,  including  urticaria 
and  purpura,  epigastric  pain,  or  G.l.  symptoms  after 
prolonged  administration. 

Average  Dosage:  One  tablet  (100  mg.)  with  breakfast 
daily  or  every  other  day. 

Availability:  Tablets  of  100  mg.  in  bottles  of  100  and  1000. 
For  full  details,  see  the  complete  prescribing  information. 
6524-V(B) 


Hygroton®  Geigy 

chlorthalidone  Geigy  Pharmaceuticals  (^ 

Division  of 

Geigy  Chemical  Corporation 
Ardsley,  New  York 
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HY-4736S 


OBITUARIES 


Ralph  Moore  Tovell,  M.D. 

1901  - 1967 

I)r.  Ralph  Moore  Tovell  died  at  Hartford  Hos- 
pital oil  January  7,  1967,  after  a long  illness.  With 
his  passing,  one  of  the  great  pioneers  of  anesthesi- 
ology was  laid  to  rest;  and  laid  to  rest,  surely,  with 
the  certain  satisfaction  of  knowing  that  the  efforts 
of  an  entire  professional  lifetime  had  contributed 
pricelessly  toward  the  development  of  a burgeon- 
ing young  specialty  into  an  established  medical 
discipline. 


Ralph  Tovell  was  born  in  Sydenham,  Ontario,  in 
1901,  the  son  of  a physician.  He  was  educated  at 
Oueens  University  in  Kingston,  Ontario,  where  he 
received  his  A.B.  and  M.D.  degrees.  He  served  an 
internship  at  the  Kingston  General  Hospital,  and 
went  on  to  further  training  in  obstetrics  at  the  Ly- 
ing-In Hospital,  New  York  City.  Then,  in  1929,  he 
entered  the  virtually  unknown  specialty  of  ane.s- 
thesia  as  one  of  the  first  residents  in  this  country, 
accepting  a post  as  Fellow  in  the  Section  of  Anes- 
thesia at  the  Mayo  Foundation.  He  received  the  de- 
gree of  M.S.  (Anesthesia)  from  the  Graduate  School 
of  the  University  of  Minnesota,  and  remained  at 
the  Mayo  Clinic  as  an  Associate  in  the  Section  of 
Anesthesia  under  his  teacher  and  lifelong  friend, 
Dr.  John  Lundy,  until  1936,  when  he  was  called  to 
Hartford  Hospital  to  be  Director  of,  and  develop, 
the  Department  of  Anesthesia.  How  well  he  suc- 
ceeded is  attested  to  by  the  fact  that  his  Department 


became  internationally  famous  and  has  trained 
well  over  twcj  hundred  anesthesiologists. 

Progress  depends,  among  other  things,  upon  the  ^ 
chance  that  the  right  man  is  available  at  the  right  j 
time  and  in  the  right  place  to  accomplish  what  it 
is  necessary  to  accomplish.  Ralph  Tovell  was  such 
a man.  He  helped  to  nourish  and  mature  the 
American  Society  of  Anesthesiologists,  and  became 
its  President  in  1941.  He  was  a founder,  for  many 
years  a Director,  and  later  President,  of  the  Ameri-  I 
can  Board  of  Anesthesiology.  He  was  chiefly  re-  j 
sponsible  for  the  creation  of  a Section  of  Anes-  I 
thetists  in  the  Gonnecticnt  State  Medical  Society;  i 
and  then  for  transforming  it  into  today’s  Gonnec-  | 
ticnt  State  Society  of  Anesthesiologists.  He  was  one 
of  the  founders,  for  many  years  an  Associate  Editor,  ' 
and  then  Editor,  of  Anesthesiology,  the  national 
journal  of  the  specialty  in  this  country.  He  w'as  a 
leading  light  in  the  Academy  of  Anesthesiology,  and 
served  as  its  President  in  1955.  He  was  one  of  the 
indefatigalile  workers  who  helped  to  create  the  Sec- 
tion of  Anesthesiology  of  the  American  Medical 
,\ssociation,  and  was  Chairman  of  the  Section  in 
1918. 

He  became  a naturalized  citizen  of  the  United 
States  in  December  of  1940,  and  in  1942,  he  entered 
the  ITnited  States  Army  and  served  as  Senior  Con- 
sultant in  Anesthesiology  in  the  European  Theater 
throughout  World  War  II,  being  discharged  with 
the  rank  of  Colonel  in  1945.  His  proven  abilities 
during  military  service  led  to  his  appointment  after 
the  Whir  as  Consultant  in  Anesthesiology  for  the 
VTterans  Administration  Central  Office;  as  Chair- 
man of  its  Board  of  Chief  Consultants;  and  as 
Consultant  in  Anesthesiology  to  the  Office  of  the 
Secretary  of  Defense. 

His  work  during  the  War,  and  his  services  to  his 
specialty  throughout  his  career,  earned  him  many 
justified  honors,  including  the  Bronze  Star,  the 
Medaille  de  la  Reconnaissance  Francaise,  the  Le- 
gion of  Merit,  Frederic  Hewdtt  Lecturer  at  the 
Royal  College  of  Surgeons  in  London,  Honorary 
Fellow  of  the  Royal  Society  of  Medicine  (London), 
and  Distinguished  Service  Award  of  the  American 
Society  of  Anesthesiologists,  Honorary  Fellow  of 
the  Association  of  Anaesthetists  of  Great  Britain 
and  Ireland,  Fellow  of  the  Faculty  of  Anaesthesia 
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of  the  Royal  College  of  Surgeons,  and  the  Merit 
Award  of  the  Horace  Wells  Club  of  Connecticut. 

For  those  of  us  who  had  the  privilege  of  studying 
under  and  ^vorking  with  Ralph,  the  most  vivid 
memories  will  be  the  boundless  energy  of  his  mind, 
the  cheerfulness  and  humor  of  his  friendships,  and 
his  unostentatious  love  of  his  family. 

He  had  the  imagination  to  envision,  the  daring 
to  act,  and  the  ability  to  accomplish.  And  what  a 
very  great  deal  he  did  accomplish!  He  leaves  as  a 
heritage— among  many  other  things— a Department 
of  26  trained  anesthesiologists,  some  150  medical 
writings,  and  a totally-equipped  medical  specialty 
which  he  “^vas  instrumental  in  founding  and  de- 
veloping. 

He  leaves  a legion  of  friends,  here  and  abroad. 
They  came  to  Hartford  from  South  Africa  and 
Rochester,  Minnesota,  and  Australia  and  Wheeling, 
West  Virginia,  and  Sweden  and  Kingston,  Ontario, 
and  Washington,D.C.,  and  they  were  always  intro- 
duced with  the  approbation,  “This  is  my  friend.” 
And  they  were.  They  were  all  his  friends.  They  will 
miss  him  sorely. 

And  he  also  leaves  the  family  from  which  he  de- 
rived such  pleasure  and  of  which  he  was  so  quietly 
proud:  his  wife.  Bally;  his  son,  Arnold;  and  his 
daughter,  Mary.  To  them,  the  Connecticut  State 
Medical  Society  extends  its  deepest  sympathies. 

David  AI.  Little,  Jr.,  m.d. 

Robert  Murdoch  Miller,  M.D. 
1898-1966 

Dr.  Robert  Murdoch  Miller  died  in  the  New 
Milford  Hospital  on  December  28,  1966,  of  cor- 
onary thrombosis,  at  the  age  of  68.  Dr.  Miller  was 
active  in  the  practice  of  general  surgery  in  New 
Milford  for  the  past  16  years. 


Born  in  Plainfield,  New  Jersey,  he  was  gradu- 
ated from  Princeton  University  in  1921.  After  a 
year  in  which  he  taught  school,  he  entered  Colum- 
bia College  of  Physicians  and  Surgeons,  receiving 
his  M.  D.  in  1926.  He  interned  at  Presbyterian  Hos- 
pital in  New  York,  and  was  resident  surgeon  at  The 
Woman’s  Hospital,  New  York  City. 

Dr.  Aliller  was  attending  surgeon  at  Overlook 
Hospital,  Summit,  New  Jersey,  form  1929  to  1951. 
For  a time  he  was  instructor  in  anatomy  at  Physi- 
cians and  Surgeons.  For  much  of  his  time  in  Sum- 
mit he  was  chief  of  surgery,  and  was  consulting 
orthopedic  surgeon. 

In  1944-5  Dr.  Miller  interrupted  his  Summit 
practice  when  he  and  his  family  went  to  Labrador, 
Newfoundland,  to  serve  the  International  Gren- 
fell Association.  He  was  in  charge  of  its  main  hos- 
pital at  St.  Anthony  during  the  absence  of  the  direc- 
tor of  the  medical  mission  who  succeetled  Dr.  Gren- 
fell. 

In  New  Alilford,  Dr.  Aliller  has  served  as  chief  of 
surgery  and  as  president  of  the  medical  staff  of 
the  New  Milford  Hospital.  He  was  president  of  the 
Litchfield  County  Medical  Association  in  1962. 

Fie  was  county  chairman  of  the  Committee  for 
Medicine  and  Religion,  and  in  the  summer  of  1966 
was  made  state  chairman.  Dr.  Miller  was  an  active 
member  and  Deacon  of  the  United  Church  of 
Christ,  Congregational,  in  New  Milford,  where  he 
served  on  the  Religious  Education  and  Social  Ac- 
tion Committees.  He  was  also  a teacher  and  super- 
intendent of  the  church  school.  He  was  a strong 
exponent  of  integration  and  ecpial  opportunities. 
He  was  a member  of  the  Human  Relations  Com- 
mittee of  the  Greater  New  Milford  Area  and  of  the 
N.A.A.C.P. 

Dr.  Miller  was  a Fellow  of  the  American  College 
of  Surgeons,  and  a member  of  The  Waramaug 
Medical  Society,  Litchfield  County  Medical  Asso- 
ciation, Connecticut  State  Medical  Society,  and 
the  American  Medical  Association. 

Surviving  Dr.  Miller  are  his  wife,  Mary  Coates 
Miller;  a sister,  Mrs.  Harold  L.  Blood;  three  sons, 
Robert,  Jr.,  Arthur,  and  John;  a daughter,  Mrs. 
Richard  Kelly;  and  three  grandchildren. 

Dr.  Miller  was  a very  skillful  surgeon.  His  tech- 
nique was  outstandingly  meticulous  and  painstak- 
ing, with  caution  based  on  wide  experience,  but 
with  boldness  where  it  was  called  for. 

He  was  a searcher  for  the  truth  in  all  things.  As 
a doctor  he  was  always  kind  and  gentle,  unsparing 
of  himself,  and  loved  by  his  patients.  He  was  an 
inspiration  to  his  colleagues. 

Jeffrey  Ferris,  m.d. 
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In  Memoriam 


WOMAN’S  AUXILIARY 


Kettle,  Ronald  H.— Deep  River;  Queens  LJni- 
versity  School  of  Medicine,  1928.  Dr.  Kettle  was  a 
retired  superintendent  of  Norwich  Hospital  and 
had  served  in  this  capacity  for  30  years.  He  was  a 
nieinber  of  the  New  London  County  Medical  A.s- 
sociation,  the  Connecticut  State  Medical  Society, 
and  the  American  Medical  Association.  Dr.  Kettle 
died  February  2,  at  the  age  of  64. 

Larkin,  Charles  L.,  Sr.— Waterbury,  ^ ale  Medi- 
cal School,  1915.  Dr.  Larkin  was  a veteran  of  the 
L.  S.  Army  in  World  War  I.  He  had  founded  and 
(operated  the  Larkin  Clinic  in  \Vhaterbury.  He  was 
the  first  president  of  the  Connecticut  Cancer  So- 
ciety, and  a member  of  the  New  Haven  County 
Medical  .Association,  the  Connecticitt  State  Medi- 
cal Society,  and  the  .American  Medical  A.ssociation. 
Dr.  Larkin  died  February  8,  at  the  age  of  77. 

Lindsay,  Marie  S.— AV^est  Flartford;  Tufts  College 
Medical  School,  1911.  Dr.  Lindsay  was  a member 
of  the  Flartford  County  Aledical  Association,  the 
Cionnccticut  State  Medical  Society,  the  .American 
Medical  .As.sociation,  and  the  American  Psychiatric 
.\ss(xiation.  Dr.  Lindsay  died  December  23,  at  the 
age  of  77. 

.Scarbrough,  Marvin  M.  — New  Htiven;  Yale 
School  of  Medicine,  1907.  Dr.  Scarbrough  had  been 
a medical  examiner  for  New  Haven  for  50  yetirs. 
During  AVorld  AVhtr  I,  he  served  as  a contact  sur- 
geon for  the  New  Haven  area.  He  was  a member 
of  the  New  Haven  County  Medical  .Association, 
the  Connecticut  State  Medical  Society,  and  the 
.American  Medical  Association.  Dr.  Scarbrough 
died  jamiary  30,  at  the  age  of  88. 

Sherman,  Hope— Pleasant  Ahtlley,  Johns  Hopkins 
Medical  School,  1925.  Dr.  Sherman  had  jjracticed 
pediatrics  in  the  Pleasant  Valley  area  for  many 
years.  She  was  a member  of  the  Litchfield  County 
Medical  Association,  the  Connecticut  State  Medical 
Society,  and  the  American  Medical  Association.  Dr. 
Sherman  died  January  22,  at  the  age  of  83. 


Fhe  Woman’s  .Auxiliary  to  the  Connecticut  State 
Medical  Society  plans  to  hold  it’s  .Annual  Meeting 
and  Tea  at  our  President  Rosemary  O’Connell’s 
home,  42  Fulton  Place,  AVest  Hartford,  on  .April  26. 
4his  is  during  the  Cionnecticut  State  Medical 
Society’s  Convention  AATek.  It  is  usually  customary 
to  hold  our  Annual  Meeting  at  tliis  time  so  that 
the  women  may  join  their  husbands  for  dinner 
that  evening  at  the  Hartford-Hilton  Hotel,  Hart- 
lord.  Annual  Reports  will  be  given  and  the  new 
slate  of  officers  will  be  voted  on. 

1 he  .Annual  .Art  Exhibit  will  be  held  again  this 
year  during  the  Convention  rveek.  .Any  member  of 
a physician’s  family  may  enter.  Contact  Dr.  Stewart 
J.  Petrie,  President,  at  56  Minerva  Street,  Derby, 
(Connecticut,  Mrs.  Orvan  Hess,  A'ice  President,  29 
Old  Orchard  Road,  North  Ha\en,  (Connecticut,  or 
any  f)f  the  County  .Art  Chairmen.  Hangings  will  be 
done  at  the  Hartford-Hilton  Hotel  on  Sunday, 
.April  23.  Please  get  in  touch  with  any  of  above 
people  if  you  are  not  able  to  bring  your  art  your- 
self. 

Fhe  combined  .A.M.A.  and  .Auxiliary  to  the 
.A.M..A.  Convention  has  been  announced  for  June 
18-22,  in  Atlantic  City,  Shelburne  Hotel.  Make 
reservations  earlyl-AIake  a Memo  to  attend  both 
of  these  very  important  and  enjoyable  events. 


IN  MEMORIAM 

Mrs.  E.  Roland  Hill— Mystic 
Past  State  President 

.Airs.  Ahncent  Gorman-Trumbull 


CHANGES  OF  ADDRESS 

I 

Notice  of  change  of  address  should  be  sent  i 
not  less  than  three  weeks  prior  to  the  date  the  | 
change  becomes  effective.  Please  send  the  address  j 
label  from  one  of  the  issues  you’ve  just  received,  j 
which  shows  code  numbers  to  help  us  make  the  j 
change  promptly,  along  with  the  new  address 
and  your  zip  code. 

j 

CONNECTICUT  MEDICINE  * 

160  St.  Ronan  Street 

I 

New  Haven,  Connecticut,  06511 


214 


Connecticut  Medicine,  March,  1967 


MEDICAL  NEWS 


Background  Of  The  Drug  Addict 

There  may  not  be  as  much  difference  as  had 
been  thought  between  the  backgrounds  of  drug 
addicts  and  non-addicted  delinquents,  according 
to  a report  in  a current  American  Medical  Associa- 
tion publication. 

The  same  conditions  of  poverty,  slums,  and 
broken  homes  seem  to  produce  both  kinds  of 
people,  according  to  a recent  issue  of  the  Archives 
of  General  Psychiatry,  published  by  the  AMA. 

A 12-year  study  of  100  New  York  narcotic  addicts 
shows  that  there  even  are  surprisingly  few  differ- 
ences in  the  backgrounds  of  Negro,  Puerto  Rican, 
and  white  addicts.  They  all  had  the  same  problems 
which  seemed  to  lead  to  addiction;  broken  homes, 
the  lack  of  a “father  figure”  to  give  them  guidance 
in  early  adolescence,  and  a difference  in  the  two 
generations’  cultural  backgrounds. 

I'his  latter  factor  seemed  to  be  the  most  im- 
portant in  producing  an  addict,  the  authors  said. 

Whether  Negro  or  Puerto  Rican,  a high  per- 
centage of  the  addicts’  families  had  come  from  some 

o 

other  culture  to  New  York’s  urban  environment. 
This  difference  between  the  southern  U.S.  or  Carib- 
bean background  of  the  parents  and  the  environ- 
ment in  which  the  addict  grew  up  seemed  to  be 
particularly  troublesome  as  the  child  neared  adult- 
hood. 

“At  least  in  part,  addiction  appears  to  stem  from 
a lack  of  adequate  identihcation  with  the  adult 
role  due  to  events  occurring  in  childhood,”  the 
report  said. 

This  12-year  follow-iq:)  of  100  New  York  addicts 
admitted  to  the  U.S.  Public  Health  Service  Hos- 
pital, Lexington,  Ky.,  suggests  that  most  addicts 
“have  been  deprived,  not  only  ...  by  minority 
group  membershiji  and  slum  residence,  but  also  by 
physical  loss  of  parents  and  having  been  born  into 
a culture  different  from  the  one  in  which  their 
parents  lived.” 

These  addicts’  delinquency  often  preceded  drug 
use.  Their  often  inadequate  school  and  job  per- 
formance occurred  despite  adequate  or  superior 
intelligence. 

Although  addicts  do  differ  from  other  delin- 
cjuents  in  some  ways,  the  study  suggested  that  urban 
drug  addiction  may  be  best  understood  by  study- 
ing general  group  behavior,  not  by  setting  addicts 
apart  as  a special  social  group. 


The  author  is  George  E.  Vaillant,  M.D.,  of  the 
Department  of  Psychiatry,  Tufts  Medical  School, 
Boston,  Afass. 

Patients  Don't  Always  Follow 
Doctors'  Orders 

Physicians  have  long  known  that  some  patients 
don’t  follow  orders  for  taking  medicine,  or  refuse 
to  take  it  at  all. 

A report  in  the  current  Journal  of  the  American 
Medical  Association  indicates  how  frequently  this 
can  occur.  Among  a groiqr  of  Cleveland  tuberculo- 
sis patients,  15  (30  per  cent)  of  50  patients  were 
uncooperative  about  taking  one  drug,  and  14  (42 
per  ce.ut)  of  33  failed  to  follow  doctors’  orders  for 
taking  another. 

“In  this  era  of  j^otent  and  dangerous  medica- 
tions, patient  reliability  in  taking  drugs  becomes  a 
primary  consideration,”  the  article  said.  “Alost 
physicians  are  aware  that  some  patients  fail  to  take 
prescribed  medicines,  but  few  realize  the  extent  of 
the  problem.” 

The  study  started  with  clinic  and  pharmacy  rec- 
ords at  the  University  Hospital  of  Cleveland,  which 
indicated  that  50  j)ersons  in  the  outpatient  depart- 
ment were  supposed  to  be  takitrg  the  drugs 
isoniazid  and/or  aminosalicylic  acid. 

It  became  ap23arent  large  numbers  of  patients 
weren’t  following  directions  when  urine  tests  failed 
to  reveal  any  trace  of  the  drugs. 

There  were  20  men  and  30  women  jratients, 
ranging  in  age  from  17  to  78,  with  an  average  and 
median  age  of  45.  Forty-eight  were  known  to  have 
tuberculosis.  Forty-hve  were  Negro  and  hve,  white. 
All  but  one  lived  in  a jroor  downtown  section  of 
east  Cleveland.  Forty-hve  (90  per  cent)  understood 
perfectly  the  instructions  for  taking  their  medi- 
cines, the  authors  said. 

“Detection  of  the  jratient  who  is  not  taking  his 
metlicine  is  difficidt,”  the  report  said.  “Sinqrly  ask- 
ing him  seems  unsatisfactory  since  patients  tend  to 
claim  that  they  have  taken  medicine  when  direct 
evidence  indicates  that  they  have  not. 

An  earlier  study,  for  instance,  indicated  that  83 
per  cent  of  families  claimetl  to  have  given  a full 
10-day  course  of  penicillin  to  their  children  when 
evidence  indicated  that  82  j^er  cent  had  stojrped  the 
medicine  by  the  ninth  day. 

Some  patients  also  tend  to  deny  taking  medicines 
when  they  have.  One  study  found  that  29  of  38 
2)atients  who  had  taken  meprobamate,  barbiturates, 
or  phenothiazines  denied  taking  these  drugs. 
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Night  Leg  Cramps... Frequent  Bedfellow 
In  Diabetes,'  Arthritis,'  and  Peripheral  Vascular  Disorders' 


now>«. specific  therapy  for  night  leg  cramps 


QUIIMAMM 


Consistently  efFective,  QUINAMM  provided  com- 
plete relief  in  94%  of  200  patients  studied,  many  of 
whom  were  severe  cases  refractory  to  other  medica- 
tion.^ Your  prescription  for  one  tablet  at  bedtime 
often  controls  painful  night  cramps  with  the  initial 
dose  . . . helps  restore  restful  sleep. 


mLKE 


QUINAMM  Prescribing  Information:  Composition:  Each  white, 
beveled,  compressed  tablet  contains:  Quinine  Sulfate  4 grains  {250 
^9-)  and  Aminophylline  3 grains  (200  mg.).  Precautions:  Amino- 
phylline  may  produce  intestinal  cramps  in  some  instances,  and 
quinine  may  produce  symptoms  of  cinchonism,  such  as  tinnitus, 
dizziness,  and  gastrointestinal  disturbance.  Discontinue  use  if  ring- 
ing in  the  deafness,  skin  rash,  or  visual  disturbances  occur 

Contraindication:  QUINAMM  is  contraindicated  in  pregnancy  be 
cause  of  its  quinine  content.  Dosage:  One  tablet  upon  retiring 
Where  necessary,  dosage  may  be  increased  to  one  tablet  follow 
ing  the  evening  meal  and  one  tablet  upon  retiring.  Supplied: 
Bottles  of  100  and  500  tablets.  Caution:  Federal  law  prohibits 
dispensing  without  prescription. 

References:  1.  Shuman,  C.:  Am.  J.  Med.  Sci.,  225:54,  1953.  2. 
Perchuk,  E.,  etal.:  Angiology,  12:102,  1961.  3.  Rawls,  W.,  et  al.: 
Med.  Times,  87:818,  1959. 
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NEW  BOOKS  IN  REVIEW 


HVMAIS  DEVELOPMENT  with  29  Authorities.  Edited 

by  Frank  Falkner,  W.  B.  Saunders  Company,  Phila- 
delphia and  London.  1966.  644  pages,  illustrated. 

$20.00. 

Reviewed  by:  LOUIS  H.  NAHUM 

The  complexity  of  the  prohlem  of  human  development  is 
well  illustrated  by  the  titles  of  various  chapters  which  range 
from  biologic  principles  of  growth  to  developmental  genetics, 
perinatal  development,  physiological  growth,  developmental 
aspects  of  biochemistry,  influence  of  hormones  on  human  de- 
velopment, development  of  the  nervous  system,  psychological 
development  of  the  child,  cultural  patterning  of  child  de- 
velopment, speech,  language,  hearing,  vision,  bone,  develop- 
ment of  immunity  and  much  else.  A sjtecial  bonus  is  an  ap- 
pendix with  an  outline  of  prenatal  development  and  a refer- 
ence table  of  correlated  human  development.  Each  chapter 
is  written  by  an  outstanding  authority  and  followed  by  an 
extensive  bibliography. 

There  is  evident  in  this  book  a broad  sweep  of  the  factors 
involved  and  mechanisms  operative  in  human  development 
much  of  it  being  based  upon  recent  discoveries  in  molecular 
biology,  biochemistry  and  biophysics  and  biomathematical 
methods  to  establish  nouns.  It  provides  an  excellent  and  in- 
dispensable exercise  for  all  people  interested  in  thinking 
about  factors  involved  in  human  development.  In  each  chap- 
ter is  a clear  statement  about  known  facts,  the  limits  of  our 
understanding  and  the  need  for  further  work. 

With  so  much  information  available  it  was  time  to  col- 
lect, collate,  codify  and  evaluate  the  data  that  has  accumu- 
lated. Professor  Frank  Falkner  probably  better  than  any  other 
individual  was  the  one  to  realize  such  a task.  He  himself  has 
clone  diligent  work  especially  in  his  study  of  twins.  He  has 
inspired  and  co-ordinated  a whole  series  of  experiments  study- 
ing the  growth  of  the  child.  Being  himself  in  such  a 
privileged  position,  he  could  observe,  analyze  and  unite  with 
eminent  personalities  to  produce  this  fine  book  and  he  has 
indeed  succeeded  admirably. 

As  it  turned  out  it  has  provided  a practical  working  tool 
for  Pediatricians,  and  a base  line  for  active  investigators  in 
the  held  of  development.  It  meets  the  need  of  physicians  and 
of  basic  scientists  who  will  find  in  special  chapters  knowl- 
edge appropriate  to  their  lielcls.  It  will  also  serve  the  very 
extensive  ancillary  and  paramedical  services  whose  work  re- 
lates to  human  development,  for  it  is  a book  that  brings 
many  areas  together  for  the  first  time. 

Presumably  the  problem  of  organ  induction  is  still  too 
early  to  be  considered  in  this  book  and  perhaps  the  role  of 
territoriality  in  the  development  of  social  order  will  when 
the  principle  becomes  applicable  to  human  socialization  also 
find  its  way  into  the  next  edition. 

One  thing  that  is  highly  commendable  is  the  beautiful 
format  of  a two  column  page  and  printing  in  the  highest 
tradition,  for  which  all  the  readers  of  this  book  will  be 
grateful  to  W.B.  Saunders  Company. 


DISEASES  OF  THE  HEART.  Charles  K.  Friedherg, 
M.D.,  3rd  edition.  W.  B.  Saunders  Company,  Phila- 
delphia and  London,  1966.  1787  pp.  $22.00  ($26.00 
in  2 volumes). 

Reviewed  by:  LOUIS  H.  NAHUM 

Lhere  has  been  a deluge  of  new  information  and  ideas  in 
cardiology  in  tbe  last  ten  years  which  has  re([uired  Doctor 
Friedherg  to  bring  his  last  edition  up  to  date.  The  rapid 
advances  have  taken  place  in  instrumental  technics  in  cardiac 
surgery,  in  circulatory  pharmacology  and  on  a more  basic 
level  in  structure  and  fitnction  of  tbe  various  myocardial 
cells  and  their  relation  to  the  sodium  potassium  and  cal- 
ciitm  ions.  Any  area  of  progress  in  cardiology  whether  it  is 
in  insti iimcntation  such  as  ultrasound  echo  or  selective  coro- 
nary angiography  and  radioscan;  whether  it  is  in  circulatory 
pharmacology  sitch  as  new  diuretics,  new  concepts  in  digitalis 
toxicity,  lysine  and  arginine  to  potentiate  mercurials,  and 
chitgs  acting  oti  alpha  and  beta  receptor  sites  and  adrenergic 
blockers  is  all  here. 

Not  neglected  is  the  danger  recently  recognized  of  using 
precordial  electric  shock  to  treat  arrhythmias  in  patietits  who 
are  fully  or  over  digitalized.  I he  treatment  of  cardiac  arrest, 
cardiogenic  shock  and  medical  and  surgical  management  is 
extensive.  Reevaluation  of  anticoagulants;  proposed  surgical 
treatment  of  coronary  artery  disea.se,  of  renovascular  hyper- 
tension, newer  antibiotics  in  tbe  treatment  of  bacterial  endo- 
carditis, assisted  circitlation,  cardiac  grafts  and  even  heart  re- 
placement is  dealt  with. 

Obviottsly  this  therefore  becomes  a reference  book  with  a 
main  focits  on  clinical  aspects  tvhich  is  Dr.  Friedberg's  special 
area  of  competence.  What  is  obvious  from  all  this  is  that 
the  Held  is  tiow  nutch  more  formidable  to  be  covered  in  its 
entirety  by  a single  individital  and  in  general  the  trend  from 
now  on  will  be  towards  books  of  multiple  authorship  or 
books,  papers  or  reviews  dealing  with  a small  segment  of 
a field. 

Friedberg’s  book  is  very  large,  heavy  to  handle  and  diffi- 
cult to  read.  Doubtless  students  and  beginners  in  cardiology 
will  seek  lesser  works  wbicb  would  be  more  suitable  in  a 
special  topic.  In  tbe  end  bowever  because  of  its  compre- 
hensiveness and  rational  treatment  of  current  points  of  view, 
it  must  be  considered  encyclopedic  and  in  a class  by  itself. 
For  there  exists  now  few  single  individuals  that  can  claim 
more  than  a working  understanding  of  material  so  complex 
as  cardiology  has  now  become.  The  only  one  this  reviewer 
knows  who  has  this  comprehensive  knowledge  is  Friedberg 
and  probably  the  last  one  who  can  marshal  the  vast  ac- 
ennudation  of  complex  knowledge  in  one  organized  volume 
as  he  has. 

Some  sentences  are  tortuous  such  as  one  on  anticoagnlants 
that  is  about  80  words  long.  Some  treatments  are  vestiges 
from  the  past  such  as  oxygen  under  pressure  in  cyanotic 
patients,  lhere  are  a few  mispelled  words  such  as  this  re- 
viewer’s name  in  a reference  and  the  first  few  pages  of  intro- 
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duttion  and  lahic  of  conlenis  arc  garbled.  However  lliesc 
are  uniinporlani  details.  W'liat  is  iiiiportant  is  that  this  is 
an  eiuydopedic  work  of  great  ineiit  tliat  slionld  Ire  on  every 
physician’s  desk  lor  constant  reference. 

hSShI\TIALS  Oh  Oi  !\ECOIA)G\ , Author;  E,  Stewanl 
Taylor,  M.l).  Lea  & Fehiger,  Philadelphia,  l96o. 
Third  Edition.  Illustrations:  3.5H  black  and  udiite  and 
27  in  color  on  10  plates,  603  pp.  $15.00. 

Reviewed  hy:  ORV.VN  A\'.  HES.S 
I his  is  the  third  edition  of  a textbook  in  whidi  tlie  author 
piesents  the  essentials  of  Gynecology  in  a lucid  inanner  for 
the  use  of  students  and  inactitioners.  .\dditional  material 
has  been  included  particularlv  that  which  coucerns  newer 
knowledge  pertaining  to  ncjinial  and  ahnonnal  physiology 
of  the  female  endocrine  system,  the  diagnosis  and  treatment 
of  inlertility,  implications  of  the  genetic  basis  of  certain  de- 
velopmental defects  of  the  reproductive  organs,  and  the 
management  of  the  common  stress  incontinence.  .V  chapter  is 
devoted  to  the  still  incompletely  understood  piohlem  of 
dy.sfunctional  uterine  bleeding.  Of  special  interest  is  the 
chapter  which  chronologically  records  the  events  which  have 
shaped  gynecologv.  In  an  age  when  hysterectomy  is  frecpient- 
ly  performed  for  minor  indications  to  alleviate  symi)toms  and 
the  critical  view  of  tissue  committees  is  sometimes  challenged 
hy  ditiidans,  it  is  a startling  revelation  that  this  operation 
was  first  successftilly  performed  less  than  IDO  years  ago.  Refer- 
ences in  this  text  hook  should  he  of  value  for  all  practi- 
tioners to  sitpplement  observations  gleaned  from  their  clinical 
experiences. 

DIURETIC  THERAPY  — An  Appraisal  of  Diuretic 
Druf(s.  Edited  by  Arthur  C.  de  Graff,  M.l).  and  Alan 
F.  Lyon,  M.l).  The  C.  V.  Mosby  Company,  St,  Louis, 
Missouri,  1965.  41  pp  $3.50. 

Reviewed  hy:  WII.I.f.VM  F.  ECKH.ARDF 

I his  slim  volume  is  a reinint  of  papers  which  a])peared 
in  the  .\merican  Heart  Journal  1964-19(5,5. 

.\Iy  oidy  objection  to  this  monograph  is  the  high  cost. 
Most  of  the  information  can  he  obtained  in  the  new'  editions 
of  standard  texts  of  jjharmacology  and  cardiology  or  hy  re- 
viewing the  original  volumes  of  the  .\merican  Heart  Journal. 
Discussion  of  the  newer,  more  potent  diuretics  is  too  sketchy 
for  this  reviewer  to  recommend  this  summary. 

SYMPOSIUM  OIS  CERERROV  ASCII  LAR  DISEASE. 

American  Heart  Association  Monograph  Number  II. 
Edited  by  Robert  G.  Siekert,  M.l),  From  the  3Hth 
Scientific  Sessions  of  the  American  Heart  Association. 
55  pp.  $2.50. 

Reviewed  hy:  \VH.I.I.\M  F.  FGKH.VRl)  I 

Readers  of  Girculation  will  he  familiar  with  this  mono- 
giaph  which  appeared  as  a sitpplement  to  the  May  196(5  is- 
stte.  .Several  interestitig  studies  are  reported  which  should  he 
read  in  their  entirety  hy  interested  physicians.  I he  N'eitrology 
Section  of  the  Veterans  .Vciministration  Coojrerativc  Study  of 
.Vtherosclcrosis  re]5orted  on  the  failure  of  long-term  estro- 
genic therairy  in  stuall  and  moderate  dosages  to  reduce  the 
incidence  of  cerebral  or  myocardial  infarctioti  in  582  men 


lollowed  for  periods  uj)  to  .44  months.  Seymour  F.isenherg  ] 
reported  on  a significant  increa.se  in  blood  viscosity  measured  I] 
at  the  bedside  or  patient  with  recent  cerebral  infarction.  'Fhe  '' 
remaining  pajrers  are  of  more  basic  interest  and  cover  diverse 
topics,  cortical  ]>otentials  in  patients  with  stroke,  the  use  of 
hy])erhai  ic  oxygenation  in  the  treatment  of  cerebral  ischemia, 
and  cerebral  hemodynamics  during  \’alsttlva  maneuver.  It  is 
attractively  jiriuted  hut  the  cost  seems  a little  excessive. 

CARA  FOUNDATION  COLLOQUIA  ON  ENDOCRIN-  j 
OLOG\ . Volume  15,  1964.  Aetiology  of  Diabetes  | 
Mellitus  and  its  Complications.  Little,  Rrotvn  & Com-  ' 
pony.  395  pp.  with  illustration. 

Reviewed  hy:  \MI.I  I.\M  F.  FGKHARDF 

.\t  the  present  time  when  drug  comi>anies  are  under  fire 
from  government  agencies,  it  is  refreshing  to  find  that  the 
Giha  Gompany  has  for  a number  of  years  supported  small 
coufercnces  and  published  the  results  exjiensively  in  well 
printed  and  illustrated  monogra|)hs. 

I his  monograph  explores  the  nattiral  history  of  diabetes 
mellitus,  discusses  the  pancreatic  beta  cell,  and  the  bio- 
synthesis and  secretion  of  insulin  and  discitsses  insulin  an- 
tagonism  and  the  role  of  the  pituitary  in  human  diabetes  and 
its  complications. 

I he  most  interesting  sections  to  this  reviewer  were  Lacy’s 
descri[)tion  of  his  electron  micrc)sco|jic  stitches  of  the  pancre- 
atic beta  cell  and  the  jianel  discussion  on  insulin  biosynthesis 
and  secreation  of  insulin  which  ]irovide  an  excellent  summary 
for  the  ha.sic  science  interested  clinician.  ,\ll  of  the  Giha 
N'olumes  should  he  available  at  Hospital  Libraries  for  the 
tise  of  house  staff  and  to  settle  basic  science  arguments 
among  the  clinicallv  oriented  visiting  staff. 

I hree  cheers  for  the  Giha  Lounclation. 

MANAGEMENT  OF  JUVENILE  DIARETES  MELLITUS. 
Ry  Howard  S.  Traisman,  M.l).  and  Alvah  L.  Newsomh, 
M.l).  The  C.  V . Mosby  Company,  St.  Louis,  Missouri, 
1965.  147  pp.,  with  16  figures  including  one  color 
plate.  $12.75. 

Reviewed  by:  GH.\RI.LS  5\'OOD.S 

I his  monograph  imivides  for  the  first  time  a concise  and 
complete  method  of  treating  the  juvenile  diabetic.  Informa- 
tion of  this  kind  was  heretofore  found  in  many  isolated 
journals  and  hooks. 

I’ediatricians  and  general  practitioners  are  not  often  called 
upon  to  treat  a child  with  diabetes  mellitus.  Memory  of 
seldom  used  facts  is  soon  displaced  by  new  thoughts.  1 hese 
147  pages  in  your  library  jirovides  a very  cpiick,  thorough 
iuid  interesting  review  of  this  subject. 

Flic  contents  are  divided  into  eleven  chapters.  I he  first 
seven  chapters  of  the  hook  deal  with  such  subjects  as  epi- 
demiology, diagnosis,  treatment,  and  instructions  to  parents 
and  patients.  I he  eighth  chapter  is  concerned  with  diabetics 
in  infancy.  .Vlso  is  included  a discussion  of  transient  diabetes 
in  early  infancy.  Ghapter  nine  is  a potpourri  of  topics  such 
as  oral  hypoglycemic  agents,  idiopathic  insulin-resistant  and 
lipoatrophic  diabetes,  and  even  information  on  insurance  for 
diabetics.  Ghapter  ten  relates  the  [irognosis  of  diabetes  melli- 
tus. .V  valuable  addition  to  this  monograph  is  chapter  eleven. 
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Ik-ic  is  picsnilcd  a disuission  of  llic  infant  of  a diahctic 
inothci . 

A thaptci  that  one  might  take  issue  witli  is  chapter  seven, 
the  emplnisis  on  diet  and  its  ctiiefid  eoniposilion  along  witli 
trdoiie  limitation  is  thought  by  .some  to  he  unnecessary. 
Miiny  tend  to  use  ;t  more  noiimil  diet  with  a low  content  of 
fat.  Iidoimation  on  such  ;m  appioach  is  lacking.  C.onseita- 
ti\e  diet  m;magement  has  ;t  wide  acceiHance  and  this  should 
ha\e  been  made  more  clear. 

I'.xcellent  chat  ts  and  illustrations  are  nnmerous  lor  in- 
stmetion  to  ptitients  and  their  ptirents  on  the  clillerent  in 
snlins,  care  and  use  of  instniments  for  ding  administnition 
and  methods  for  keeping  diabetic  charts. 

A very  large  a})penclix  gives  outline  aids  on  instructions 
for  .students  on  rontine  luirsing  care,  instrnctions  on  collec- 
tion of  spccimetis  for  diabetic  mine  tests,  nnrses’  instiuctions 
to  patents  of  the  diabetic  child,  and  fluid  atid  electrolvte 
thei  ;ipy. 

Ibis  monograph  uill  he  very  helpful  to  the  jihysician  car- 
in, g lot  a child  with  ditibetes  melbtns. 


Missile  Wounds  In  Viet  Nam 

The  \'iet  Nam  toiillicf  is  ])reseiiting  new  prob- 
lems in  treating  the  woniuls  oI  war,  three  Army 
surgeons  say  in  tlie  enrrent  Journal  ol  the  Ameri- 
e;in  Medical  Association. 

New,  high-veloeity  weapons  are  causing  tissite 
damage  greater  than  ;niy  previous  small  arms,  said 
Miijor  Norman  M.  Rich,  Mtijor  Egon  V.  John- 
son, and  Id.  Col.  Francis  1).  Dimoncl,  Jr.,  ol  the 
LbS.  Army  Medical  Corps. 

On  the  other  hand,  improved  medical  care  is 
cutting  loss  ol  lile  on  the  litittlefield.  Rapid  heli- 
c:o])ter  evacuation,  adecpiate  lilood  replacement, 
antibiotics,  established  principles  ol  war  surgery, 
and  modern  operating  room  ecpiipment  have 
markedly  lowered  the  Viet  Nam  statistics  lor 
deaths  cine  to  wounds,  compared  to  earlier  wars. 

W'eapons  as  new  as  the  M-lb  rille  and  as  old  as 
the  bow  and  arrow  created  the  hnndreds  ol  kinds 
ol  wonncls  seen  by  the  three  surgeons  at  the  Second 
Surgical  Hcjspital  in  .South  \het  Nam.  This  report 
is  on  l,l9(i  jiatients  treated  at  the  hos]htal  in  the 
hist  live  months  ol  196b,  and  particularly  521 
missile  wounds  treated  in  that  time. 

.\l)out  hall  the  missile  wounds  were  Irom  gun- 
shots, and  about  hall  were  due  to  Iragments  Irom 
grenades,  mortars,  artillery,  mines,  etc. 

I here  also  were  lour  arrow  wounds. 

1 here  were  243  wounds  Irom  Punji  sticks,  an 
ancient,  but  dangerous  weapon  ol  die  \het  Cong. 

• V Punji  is  a sharjrened  stick  with  a fire-hardened, 
contaminated  point.  It  is  placed  in  the  ground  at 
an  angle  designed  to  ]nuictnre  a soldier’s  loot. 

In  most  case,s,  Punji  sticks  disable  men  about  as 
long  as  would  similar  small-arms  tvounds,  the  sur- 
geons said. 


“ 1 he  V'iet  Cong  have  been  ingenious  in  design-  i 
ing  booby  traps  that  utilize  small-arms  ammuni- 
tion,” the  surgeons  said. 

One  wooden  trap  with  a simple  rubber-band 
mechanism  and  a small  nail  to  act  as  detonator  can 
Ine  a .50-caliber  bidlet  or  a shotgun  shell  when  i 
someone  stej)s  on  the  wire  release.  I 

-Another  simple  tr;ip  consists  ol  two  boards  with  I 
three  .15-caliber  bullets  imbedded  in  one  ol  them.  ! 
.\ppro.\imately  eight  jjounds  ol  ]>ressnre  will 
detonate  these  bidlets  when  the  boards  are  ]nished 
logether  by  an  nnsn.sjrecting  soldier’s  loot. 

d’he  -American  M-16  rille  is  a very  effective 
weapon,  the  surgeons  point  out.  Its  bidlet’s  high 
velocity  (3,250  feel  per  second)  cairses  enormous 
tissue  damage.  The  “tund)ling  effect”  of  the  bullet 
alter  it  siiikes  an  object  ticlcls  to  this  injury. 

'Fhe  surgeons  s;iw  the  effectiveness  of  the-  M-lti 
when  some  of  these  rifles  fell  into  the  hands  of 
(.ommunist  forces  and  were  fired  at  -Americans, 
wounding  several. 

Only  1..3  per  cent  ol  -American  soldiers  wounded 
by  missiles  died  alter  operations  at  the  surgical 
hospital.  I his  is  a markedly  lower  figure  than  for 
similar  operations  in  Korea  and  WMrlcl  AVar  If. 

\\5)iincl  inlections  after  primary  wonncl-c losnre  ; 
operations  totaled  oidy  two  per  cent. 

Of  those  sustaining  missile  wounds,  58.1  per  cent 
were  reiuiiied  to  duty  aftei  an  average  stay  of  16 
days  in  the  hosjhtal. 


MARK  YOUR  CALENDAR  - 


175th  Annual  Meeting 
CONNECTICUT  STATE 
MEDICAL  SOCIETY 

April  25,  26,  27,  1967 


HARTFORD-HILTON  HOTEL 
Hartford,  Connecticut 


PLAN  NOW  AND  SAVE  THE  DATES 
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Letter  To  The  Editor 


! 

To  the  Editor: 

Since  I have  long  been  interested  in  the  role  of  the  kidney 
in  hypertension,  I read  with  great  personal  interest  your 
editorial  comments  on  "Oxygen  Sensitive  Arteries.”  In  your 
reporting  I believe  there  may  be  clues  to  the  etiology  of 
renal  hypertension.  'While  there  is  no  mention  made  of 
the  renal  arteries  being  affected  by  the  rise  and  fall  of 
I’Co.,  or  l’o.„  what  occurs  in  other  arteries  may  ecpially  ap- 
ply to  the  renal  vessels. 

It  is  more  or  less  accepted  that  renal  ischaemia  is  a factor 
in  renal  hypertension.  In  a letter  I received  from  Dr.  John 
P.  Merrill  in  May  19(16  in  reply  to  my  question  of  oxygen 
saturation,  he  stated,  "Preliminary  oliservations  suggest  iliai 
renal  ischemia  cau.sed  by  mechanical  occlusion  results  in  an 
increase  in  itrine  I’o.,-  f'he  explanation  for  the  latter  linding 
is  not  entirely  clear.” 

I quote  from  an  article  tvliich  appeared  in  the  Jotirnal  of 
the  A.M.A.  Oct.  25,  1965— Vol  194  entitled,  "Urinary  Oxygen 
Pressure  in  Renal  Parenchymal  and  Vascular  Disease.”— 
K.  O.  Leonhardt,  M.D.  and  Ralph  R.  1. ancles,  M.D.  "In 
severe  bilateral  renal-artery  stenosis,  paradoxically,  a signili- 
cantly  higher  Ptio,  was  obtained  from  the  iscliemic  than 
from  the  normal  kidney.”  Their  explanation  based  on  the 
sttidy  of  the  parenchymal  Po,  in  normal  and  diseased  kid- 
neys is  against  the  predominant  role  of  the  plasina-skimming 
mechanism. 


Quoting  the  above  authors  again,  they  have  observed, 
"that  in  renal  artery  stenosis  the  counter-current  exchange 
of  o.xygen  was,  perhaps  elite  to  the  sudden,  itbicjuitous  is- 
chaemic damage,  severely  impaired  in  the  inner  medulla  and 
papilla  while  still  functioning  in  the  corticomedullary  zone.” 
If  conlirmed,  these  observations  tvotild  imply  that  the  Piio^ 
in  renal  aitery  stenosis  rcllecls  the  parenchymal  P02  of  the 
border  zone  withoitt  sub.secjuent  exposure  to  an  active  coun- 
ter-current mechanism  in  the  papilla  (which  is  normally 
responsible  for  the  low  PuOo. 

1 gather  ttvo  impressions  from  yotir  ediioiitil  and  from  the 
ex'idence  I have  brotight  to  yotu  attention.  4 he  itse  of 
separate  tirinary  Po„  studies  to  determine  whether  or  which 
of  the  two  kidneys  or  Iroth  carries  the  blame  for  the  existing 
li\ pertension  seems  to  be  in  order.  Having  determined  the 
existence  of  the.se  abnormal  linclings  in  the  urine,  one  can 
translate  these  as  oiiginating  iti  a kidney  ttnd  a better  evaltt- 
tition  of  the  responsibility  of  existing  blood  cessel  chatiges 
lot  contemphited  sitigery. 

\'ours  trttly, 

New  Haveti,  Conn.  L’^'i.x,  M.  1). 


Letters  to  the  Editor  are  welcome  and  will  be  published 
for  informative  and  educational  purposes  as  space  permits. 
As  with  other  material  which  is  submitted  for  publication, 
all  letters  will  be  subject  to  the  usual  editing.  Address  all 
correspondence  to:  The  Editor,  Connecticut  Medicine, 
160  St.  Rorian  Sheet,  Neiu  Haven,  Connecticut,  06511. 


Togetherness ... 


...  can  be  rough  when  epidemics  of  nausea  and 
vomiting  strike  a family.  Emetrol  offers  prompt,  safe  relief.  It  is 
free  from  toxicity^  or  side  eff  ects^’^  and  will  not  mask  symptoms  of 
serious  organic  disorders. 


1.  Bradley,  J.  E.,  et  al.\  J.  Pediat.  .48:41  (.Jan.)  1951- 

2.  Bradley,  -J.  E.:  Mod.  Med.  20:71  (Oct.  15)  1952. 

3.  Crunden,  A.  B.,  Jr.,  and  Davis,  'W.  A.:  Am.  J.  Obst. 
& Gynec.  65:311  (Feb.)  1953. 
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1967  MEETINGS 

March  30-183rd  ANNUAL  iMEEl  IN(;  ol  New 
Haven  County  Metlical  Association  will  be 
held  at  Wavei  ly  Inn,  Cheshire,  Contieelic  ut, 
at  3:30  pan.  Dinner  at  7;(H)  p.m. 

April  11-ANNUAL  MEETINC;  ol  the  Eair- 
hcld  County  Medical  .\ssociation.  l ime  and 
place  to  be  antiouticcd. 

April  11-ANNUAL  MEETINC.  ot  tbe  Litch- 
lield  County  Medical  Association.  Eime  and 
j)lace  to  be  annoimced. 

April  12-13— Seminar  on  Elospital  Infections  in 
Connecticut  jointly  sponsored  by  Connecticut 
State  Medical  Society,  Connecticut  Hospital 
Associatioti,  \'ale  Medictil  School,  Connecticut 
State  Department  of  Hetilth  and  the  Com- 
municable Disease  Cetiter  of  the  l’td>lic 
Health  Service  at  V'alle’s  Steak  House,  Hart- 
ford, Cotmecticut. 

April  18-ANNUAI.  MEE TINC.  of  the  Tolland 
County  Medical  .Association.  Eime  and  place 
to  be  announced. 

April  19-ANNUAI.  MEETINTi  of  the  Hart 
lord  County  Medical  .Association  will  be  held 
at  the  Llartlorcl-Hiltoti  Hotel,  ILirtfoicl,  Con- 
tiecticnt.  'Ehe  busitiess  meeting  will  begin  at 
5:00  p.m.  with  cocktails  and  dinner  to  follow 
at  7:00  p.m. 

April  20-ANNUAI.  MEE'EING  of  the  Miclclle- 
■sex  Comity  Medical  .As,soc  iation.  Eime  and 
jilace  to  be  announced. 

April  25-27- 175th  ANNUAl.  MEEl  INC  of  the 
Connecticut  State  Medical  Society  to  be  held 
;it  the  Hartforcl-Hilton  Hotel,  Hartford. 


/t's  your  professional  privilege 
to  replenish  your  ranks . , , 

Give  to 

medical  education 
through  AMA-ERF 

American  Medical  Association 
Education  and  Research  Foundation 

535  N.  Dearborn  St..  Chicago  10.  Illinois 


Tandearil* 

oxyphenbutazone 


Therapeutic  Etiects:  Tandearil  is  a nonhormonal  compound 
which  may  rapidly  resolve  inflammation  and  help  restore 
normal  joint  function.  Its  action  does  not  affect  pituitary- 
adrenal  function  or  impair  immune  responses.  Its  value 
in  osteoarthritis  is  especially  noteworthy  because  this 
disorder  responds  inconsistently  to  steroids  and  is 
often  resistant  to  salicylates.  Further,  indomethacin  is 
limited  only  to  osteoarthritis  ot  the  hip,  whereas  oxyphen- 
butazone is  effective  in  all  forms  of  the  disease. 

Contraindications:  Edema;  danger  of  cardiac  decompen- 
sation; history  or  symptoms  of  peptic  ulcer;  renal, hepatic 
or  cardiac  damage;  history  of  drug  allergy;  history  of  blood 
dyscrasia.  The  drug  should  not  be  given  when  the  patient 
is  senile  or  when  other  potent  drugs  are  given  concurrently. 

Warning:  If  coumarin-type  anticoagulants  are  given  simul- 
taneously, watch  for  excessive  iacrease  in  prothrombin 
time.  Pyrazole  compounds  may  potentiate  the  pharmaco- 
logic action  of  sulfonylurea,  sulfonamide-type  agents  and 
insulin.  Carefully  observe  patients  receiving  such  therapy. 
Use  with  great  caution  in  the  first  trimester  of  pregnancy. 

Precautions:  Obtain  a detailed  history  and  a complete 
physical  and  laboratory  examination,  including  a blood 
count.  The  patient  should  be  closely  supervised  and  should 
be  warned  to  report  immediately  fever,  sore  throat,  or 
mouth  lesions  (symptoms  of  blood  dyscrasia);  sudden 
weight  gain  (water  retention);  skin  reactions;  black  or  tarry 
stools  or  other  evidence  of  intestinal  hemorrhage.  Make 
regular  blood  counts.  Discontinue  the  drug  and  institute 
countermeasures  if  the  white  count  changes  significantly, 
granulocytes  decrease,  or  immature  forms  appear.  Use 
greater  care  in  the  elderly  and  in  hypertensives. 

Adverse  Reactions:  The  most  common  are  nausea,  edema 
and  drug  rash.  The  drug  has  been  associated  with  peptic 
ulcer  and  may  reactivate  a latent  peptic  ulcer.  Infre- 
quently, agranulocytosis,  or  a generalized  allergic  reaction 
may  occur  and  require  withdrawal  of  medication.  Stoma- 
titis, salivary  gland  enlargement,  vomiting,  vertigo  and 
languor  may  occur.  Leukemia  and  leukemoid  reactions 
have  been  reported  but  cannot  definitely  be  attributed  to 
the  drug.  Thrombocytopenic  purpura  and  aplastic  anemia 
may  occur.  Confusional  states,  agitation,  headache, 
blurred  vision,  optic  neuritis  and  transient  hearing  loss 
have  been  reported,  as  have  hyperglycemia,  hepatitis, 
jaundice,  and  several  cases  of  anuria  and  hematuria.  With 
long-term  use,  reversible  thyroid  hyperplasia  may  occur 
infrequently.  Moderate  lowering  of  the  red  cell  count 
due  to  hemodilution  may  occur. 

Dosage  in  Osteoarthritis:  The  initial  daily  dosage  in  adults 
is  300-600  mg.  in  divided  daily  doses.  When  improvement 
occurs,  dosage  should  be  decreased  to  the  minimum 
effective  level;  this  should  not  exceed  400  mg.  daily,  and 
is  often  achieved  with  only  100-200  mg.  daily. 

For  complete  details,  please  refer  to  full  prescribing 
information.  6562-VI(B)R 

Availability:  Tablets  ol  100  mg. 

l/eky 

Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation 

Ardsley,  New  York 
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plus  important  supportive 
benefits  that  help  her  through 
those  critical  early  months 
of  oral  contraception 


low  incidence  of  side  effects 

Low  incidence  of  BTB  and  spot- 
ting, nausea  and  amenorrhea 
tends  to  minimize  side  effect 
problems  and  increases  patient 
cooperation. 

no  confusion  about  dosage 

An  unbreakable  “confusionproof” 
package  makes  it  easy  to  adhere 
to  prescribed  dosage  schedule;  in- 
dividually sealed  tablets  numbered 
from  1 through  20  plus  monthly 
calendar  record  enables  patient 
to  double-check  dosage  intake  by 
day  and  corresponding  tablet  num- 


Contraindications : Thrombophlebitis  or  pul- 
monary embolism  (current  or  past).  Exist- 
ing evidence  does  not  support  a causal 
relationship  between  use  of  Norinyl  and 
development  of  thromboembolism.  While 
a study  which  was  conducted  does  not 
resolve  definitively  the  possible  etiologic 
relationship  between  progestational  agents 
and  intravascular  clotting,  it  tends  to  con- 


firm the  findings  of  the  Ad  Hoc  Advisory 
Committee  appointed  by  the  Food  and 
Drug  Administration  to  review  this  possi- 
bility. Cardiac,  renal  or  hepatic  dysfunc- 
tion. Carcinoma  of  the  breast  or  genital 
tract.  Patients  with  a history  of  psychic 
depression  should  be  carefully  studied  and 
the  drug  discontinued  if  depression  recurs 
to  marked  degree.  Patients  with  a history 
of  cerebral  vascular  accident. 

Warning:  Discontinue  medication  pending 
examination  if  there  is  sudden  partial  or 
complete  loss  of  vision,  or  if  there  is  a 
sudden  onset  of  proptosis,  diplopia  or  mi- 
graine. If  examination  reveals  papilledema 
or  retinal  vascular  lesions,  medication 
should  be  withdrawn. 

Precautions:  By  May  1963,  experience  with 
norethindrone  2 mg.— mestranol  0.1  mg. 
had  extended  over  24  months.  Through 
miscalculation,  omission  or  error  in  taking 
the  recommended  dosage  of  Norinyl,  preg- 
nancy may  result.  If  regular  menses  fail 
to  appear  and  treatment  schedule  has 
not  been  adhered  to,  or  if  patient  misses 
two  menstrual  periods,  possibility  of  preg- 
nancy should  be  resolved  before  resuming 
Norinyl.  If  pregnancy  is  established, 
Norinyl  should  be  discontinued  during 
period  of  gestation  since  virilization  of  the 
female  fetus  has  been  reported  with  oral 
use  of  progestational  agents  or  estrogen. 
When  lactation  is  desired,  withhold 
Norinyl  until  nursing  needs  are  established. 
Existing  uterine  fibroids  may  increase  in 
size.  In  metabolic  or  endocrine  disorders, 
careful  clinical  preevaluation  is  indicated. 
A few  patients  without  evidence  of  hyper- 
thyroidism had  elevated  serum  protein- 
bound  iodine  levels,  which  in  the  light  of 
present  knowledge,  does  not  necessarily 
imply  hyperthyroidism.  Protein-bound 
iodine  increased  following  estrogen  admin- 
istration. Bromsulphalein  retention  has  oc- 
curred in  up  to  25%  of  patients  without 
evidence  of  hepatic  dysfunction.  Studies 
from  24-hour  urine  collections  have 
shown  an  increase  in  aldosterone  and  17- 


ketosteroids  and  decrease  in  17-hydroxy- 
corticoid  levels.  Thus,  Norinyl  should  be 
discontinued  prior  to  and  during  thyroid, 
liver  or  adrenal  function  tests.  Because 
progestational  agents  may  cause  fluid  re- 
tention, conditions  such  as  epilepsy, 
migraine  and  asthma  require  careful  obser- 
vation, Thus  far  no  deleterious  effect  on 
pituitary,  ovarian  or  adrenal  function  has 
been  noted;  however,  long-range  possible 
effect  on  these  and  other  organs  must 
await  more  prolonged  observation. 
Norinyl  should  be  used  with  caution  in 
patients  with  bone,  renal  or  any  disease  in- 
volving calcium  or  phosphorus  metabolism. 
Side  Effects:  Intermenstrual  bleeding; 
amenorrhea;  symptoms  resembling  early 
pregnancy,  such  as  nausea,  breast  engorge- 
ment or  enlargement,  chloasma  and  minor 
degree  of  fluid  retention  (if  these  should 
occur  and  patient  has  not  strictly  adhered 
to  medication  plan,  she  should  be  tested 
for  pregnancy);  weight  gain;  subjective 
complaints  such  as  headache,  dizziness, 
nervousness,  irritability;  in  a few  patients 
libido  was  increased.  In  a total  of  3,090 
patients,  2.2%  discontinued  medication  be- 
cause of  nausea. 

NOTE:  See  sections  on  contraindications 
and  precautions  for  possible  side  effects 
on  other  organ  systems. 

Dosage  and  Administration:  One  Norinyl 

tablet  orally  for  20  days,  commencing  on 
day  5 through  and  including  day  24  of  the 
menstrual  cycle.  (Day  1 is  the  first  day  of 
menstrual  bleeding.) 

Availability:  Dispensers  of  20  and  60  tab- 
lets; bottles  of  100. 

References:  t.  Council  on  Drugs.  JAMA  187:664  (Feb. 
29)  1964,  2.  Brvans,  F.  E.:  Canad  Med  Ass  J 92:287 
(Feb.  6)  1965.  3.  Goidzieher,  J.  W.:  Med  Clin  N Amer 
48:529  (Mar.)  1964.  4.  Cohen,  M.  R.:  Paper  presented 
at  Symposium  on  Low-Dosage  Oral  Contraception,  Palo 
Alto,  Calif.,  July  15,  1965.  Reported  in  Med  Sci  16:26 
(Nov.)  1965.  5.  Hammond,  D.  0.:  Ibid,  6.  Rice-Wray,  E., 
Goidzieher,  J.  W.,  and  Aranda  - Resell,  A.:  Fertil  Steril 
14:402  (Jul.-Aug.)  1963.  7.  Goidzieher,  J,  W.,  Moses, 
L.  E.,  and  Ellis,  L.  T.:  JAMA  180:359  (May  5)  1962. 
8.  Kempers,  R.  D.:  GP  29:88  (Jan.)  1964.  9.  Tyler,  E.T.: 
JAMA  187:562  (Feb.  22)  1964.  10.  Rudel,  H.  W.,  Mar- 
tineZ'Manautou,J.,and  Maqueo-Topete,  M : Fertil  Steril 
16:158  (Mar. -Apr.)  1965.  II.  Flowers,  C.  E.,  Jr.:  N 
Carolina  Med  J 25:139  (Apr.)  1964.  12.  Goidzieher,  J. 
W.:  AppI  Ther  6:503  (June)  1964.  13.  The  Control  of 
Fertility.  Report  adopted  by  the  Committee  on  Human 
Reproduction  of  the  American  Medical  Association.  JAMA 
194:462  (Oct.  25)  1965.  14.  Flowers,  C.  E.,  Jr.:  JAMA 
188:1115  (June  29)  1964.  15.  Merritt,  R.  I.:  AppI  Ther 
6:427  (May)  1964.  16.  Newland,  D.  0.:  Paper  presented 
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editorials 


An  Attempt  To  Deter  The  Nation's 
Paramount  Public  Health  Problem: 
The  Anti-Coronary  Club 

The  hypothesis  had  been  proposed  that  a diet 
that  will  result  in  a lowering  of  serum  cholesterol 
will  lead  to  a decrease  of  the  incidence  of  Coronary 
Heart  disease  (CHD).  Accordingly  a project  was 
started  in  1957  by  the  Bureau  of  Nutrition  of  the 
New  York  City  Department  of  Health  in  which  a 
group  of  814  men  at  large,  age  40-59  had  been 
placed  on  a diet  relatively  rich  in  polyunsaturated 
fatty  acids,  lowered  calories,  and  lowered  sodium— 
the  “prudent  diet.”^ 

The  subjects  came  every  5 weeks  for  venipunc- 
ture and  serum  cholesterol  determinations  as  well 
as  consultation  with  a nutritionist.  Every  10  weeks 
the  subjects  had  a clinical  and  nutrition  review 
session  by  a panel  of  physicians  and  every  year  a 
medical  history  with  physical  examination,  labo- 
ratory data,  electrocarcliogram  and  roentgenogram. 
The  clinical  and  electrocardiographic  criteria  of 
the  New  York  Heart  Association  were  used  to 
establish  new  and  old  coronary  events. 

Adherence  to  the  “prudent  diet”  significantly 
lowered  serum  cholesterol  levels.  There  was  a pro- 
gressive increase  in  the  per  cent  of  linolenic  acid 
in  the  fat  depots  of  the  subjects.  We  must  remem- 
ber that  linolenic  acid  is  an  essential  unsaturated 
fatty  acid  which  is  commonly  derived  from  dietary 
sources  and  has  been  proposed  as  a factor  that  re- 
duces platelet  adhensiveness  and  therefore  arterial 
thrombosis. 2 Further  investigation  by  Christakis  et 
al  have  shown  that  the  experimental  diet  did  not 
lower  either  Vitamin  A or  E in  their  subjects  and 
that  long  term  adheience  to  the  study  diet  did  not 
demonstrably  increase  serum  triglyceride  values. 

The  comforting  findings  were  a sharp  reduction 
of  a coronary  event  in  the  experimental  group  as 
compared  to  their  control  group.  In  fact  there 
occurred  three  times  as  many  incidents  in  the  con- 
trol group  as  in  the  study  group.  Those  who  ad- 
hered to  the  program  of  diet  and  supervision  by 
frequent  interviews  gave  evidence  of  their  adher- 
ence by  an  increase  in  linolenic  acid  in  their  fat 
depots  as  well  as  a significant  decrease  in  serum 
cholesterol  during  the  first  year  of  active  status  in 
the  “Club”  and  remained  so  throughout  the  study. 

Many  important  questions  relevant  to  the  effects 
of  the  Anti-Coronary  Club  program  still  await  final 


answers.  The  number  of  new  coronary  events 
through  the  end  of  the  period  of  observation  is 
small  and  a follow-up  of  both  controls  and  mem- 
bers of  the  club  must  continue.  One  problem  is 
whether  the  low  incidence  rate  in  the  experimental 
group  will  be  maintained  as  participation  con- 
tinues. Another  question  is  whether  among  the  new 
events  that  may  occur  in  this  group  they  can  be 
related  to  characteristics  other  than  the  diet  and 
in  what  proportion. 

The  prospective  Framingham  stucly^  has  con- 
firmed that  an  association  exists  between  the  inci- 
dence of  CHD  and  the  presence  of  such  “risk”  fac- 
tors as  obesity,  hypertension,  hypercholesterolemia 
and  cigarette  smoking.  The  identification  of  such 
risk  factors  constitute  a major  advance  in  the  effort 
to  control  the  public  health  problem  posed  by 
CHD.  It  is  not  unreasonable  then  to  attempt  to 
control  CHD  morbidity  and  mortality  by  attack- 
ing these  associated  conditions. 

Christakis  study  diet  was  effective  in  lowering 
the  serum  cholesterol  levels  in  their  middle-aged 
subjects  and  in  maintaining  lowered  levels  for 
periods  as  long  as  five  years.  The  diet  also  was 
effective  in  reducing  obesity  and  hypertension  in 
the  participants,  a fact  not  found  in  the  control 
groups.  A consequence  of  reducing  these  risk- 
factors  sho^ved  itself  after  four  years  in  a significant 
decline  in  morbidity  from  CHD. 

This  study  confirmed  what  we  alreafly  know  in 
general  about  the  relationship  between  diet,  hyper- 
cholesterolemia, obesity  and  hypertension.  When 
the  fatty  acid  intake  is  mostly  unsaturated  and 
especially  containing  linolenic  acid,  the  serum 
cholesterol  levels  will  decline  after  a long  period. 
Low  caloric  intake  prudently,  undertaken  can  be 
unusually  successful  in  reducing  weight  of  obese 
subjects  and  maintaining  normal  weights.  The  diet 
was  also  low  in  sodium  and  this  may  account  for  a 
decline  in  arterial  pressure  levels  in  these  subjects. 
Then  of  course  was  the  psychologic  factor  of  com- 
mitment to  a cause,  enforced  and  reinforced  by  in- 
tense nutritional  guidance  the  members  of  the 
“Club”  received. 

The  practicing  physician  can  use  this  experience 
to  engage  in  preventive  medicine  in  his  own  office. 
He  can  use  serum  cholesterol  determinations,  and 
detect  other  risk  factors  already  established  in  an 
effort  to  reverse  these  risk  factors  affecting  his 
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Yon  cant  §et  her  free. 
But  yon  can  help  her 
feel  Im  anxions. 


You  know  this  woman. 

She’s  anxious,  tense,  irritable.  She’s  felt  this  way  for  months. 

Beset  by  the  seemingly  insurmountable  problems  of  raisinga  youngfamily,  and  con- 
fined to  the  home  most  of  the  time,  her  symptoms  reflect  a sense  of  inadequacy  and 
isolation.  Your  reassurance  and  guidance  may  have  helped  some,  but  not  enough. 

Serax  (oxazepam)  cannot  change  her  environment,  of  course.  But  it  can  help 
relieve  anxiety,  tension,  agitation  and  irritability,  thus  strengthening  her  ability  to 
cope  with  day-to-day  problems.  Eventually— as  she  regains  confidence  and  com- 
posure—your  counsel  may  be  all  the  support  she  needs. 

Indicated  in  anxiety,  tension,  agitation,  irritability,  and  anxiety  associated 
with  depression. 

May  be  used  in  a broad  range  of  patients,  generally  with  considerable 
dosage  flexibility. 


Contraindications:  History  of  previous  hypersensitivity  to  oxazepam.  Oxazepam  is  not  indi- 
cated in  psychoses. 

Precautions:  Hypotensive  reactions  are  rare,  but  use  with  caution  where  complications  could 
ensue  from  a fall  in  blood  pressure,  especially  in  the  elderly.  One  patient  exhibiting  drug  de- 
pendency by  taking  a chronic  overdose  developed  upon  cessation  questionable  withdrawal 
symptoms.  Carefully  supervise  dose  and  amounts  prescribed,  especially  for  patients  prone 
to  overdose;  excessive  prolonged  use  in  susceptible  patients  (alcoholics,  ex-addicts,  etc.)  may 
result  in  dependence  or  habituation.  Reduce  dosage  gradually  after  prolonged  excessive 
dosage  to  avoid  possible  epileptiform  seizures.  Caution  patients  against  driving  or  operating 
machinery  until  absence  of  drowsiness  or  dizziness  is  ascertained.  Warn  patients  of  possible 
reduction  in  alcohol  tolerance.  Safety  for  use  in  pregnancy  has  not  been  established. 

Not  indicated  in  children  under  6 years;  absolute  dosage  for  6 to  12  year-olds  not  established. 

Side  Effects:  Therapy-interrupting  side  effects  are  rare.  Transient  mild  drowsiness  is  common 
initially;  if  persistent,  reduce  dosage.  Dizziness,  vertigo  and  headache  have  also  occurred 
infrequently;  syncope,  rarely.  Mild  paradoxical  reactions  (excitement,  stimulation  of  affect)  are 
reported  in  psychiatric  patients.  Minor  diffuse  rashes  (morbilliform,  urticarial  and  maculopapu- 
lar)  are  rare.  Nausea,  lethargy,  edema,  slurred  speech,  tremor  and  altered  libido  are  rare 
and  generally  controllable  by  dosage  reduction.  Although  rare,  leukopenia  and  hepatic  dys- 
function including  jaundice  have  been  reported  during  therapy.  Periodic  blood  counts  and 
liver  function  tests  are  advised.  Ataxia,  reported  rarely,  does  not  appear  related  to  dose  or  age. 

These  side  reactions,  noted  with  related  compounds,  are  not  yet  reported:  paradoxical  excita- 
tion with  severe  rage  reactions,  hallucinations,  menstrual  irregularities,  change  in  EEG  pattern, 
blood  dyscrasias  (including  agranulocytosis),  blurred  vision,  diplopia,  incontinence,  stupor, 
disorientation,  fever,  euphoria  and  dysmetria. 

Availability:  Capsules  of  10,  15  and  30  mg.  oxazepam. 


To  help  you  relieve  anxiety  and  tension 


Sem' 


oxazepam 


Wyeth  Laboratories 
Philadelphia,  Pa. 


])aticnts.  Altliougli  the  decrease  in  morbidity  ex- 
perienced by  Cliristakis  experimental  group  conld 
not  be  attriljuted  to  cigarette  smoking  since  tliis 
factor  was  not  controlled  it  is  ini])ortant  to  remem- 
ber that  eliminating  smoking  also  tends  to  reduce 
the  incidence  ol  CHDd  Furthermore  we  must  ex- 
tend onr  elForts  to  reduce  other  risk  factors  as  well 
as  amelioration  of  psychic  stress  and  lack  of  physi- 
cal activity,  since  such  elforts  coidcl  well  contribute 
hirther  to  the  control  of  CHI). 

'Fhe  AMA5  has  recognized  the  importance  ol 
controlling  the  level  of  serum  cholesterol  in  high 
risk  groups  and  has  also  suggested  the  need  to  con- 
trol the  risk  represented  by  high  sernm  cholesterol 
levels  in  the  young  adult.  It  has  repeatedly  empha- 
sized the  preventive  role  of  diets  that  lower  the 
sernm  cholesterol  concentration  and  has  recently 
taken  the  position’’'  that  apjnopriate  dietary 
changes  lor  the  piddic  in  general  shonlcl  be  con- 
sidered though  this  is  ;in  extremely  complicated 
;mcl  dilficnlt  undertaking. 

If  the  residts  described  above  are  confinned  by 
other  j)rospective  studies  on  the  relationship  be- 
tween diet  and  heart  disease  now  in  progress,  there 
is  reason  to  hope  that  progress  can  be  made  in 
deterring  the  nations  paramount  pidjlic  hetilth 
problem. 

L.H.N. 
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Territoriality  And  Social  Order 

Individuals  ami  groups  of  individuals  seem  to 
retpiire  a certain  amount  of  space  in  which  to 
establish  and  maintain  a comfortable  social  order. 

I his  territoriality  h:ts  been  observed  in  all  verie- 
bijites  Irom  fish  to  man  and  has  jiroved  to  be  ;i 
very  powerful  determinant  of  social  order. 

I o study  terrilorality,  a biologist^  introduced 
into  a Caribbean  island  several  hundred  rliesus 
monkeys.  He  furnished  adetjnate  food  but  other- 
wise  their  social  order  was  totally  tlisorganized. 


After  a year  a steady  st;ite  was  reached,  the  island 
had  been  divided  up  into  discrete  areas  in  each 
of  which  was  a single  group  of  monkeys.  Each 
group  established  a comfortable  social  order  of  its 
own  whicli  functioned  under  male  leaders  who 
were  responsible  for  most  of  the  initiative  and 
aggressive  activity  in  the  colony. 

lietween  the  groups  in  the  various  domains  there 
was  a chronic  struggle  to  maintain  the  borders  of 
their  territory.  Wdien  one  or  more  monkeys  from 
another  domain  intruded,  it  was  the  signal  for  a 
powerlul  call  to  social  action  and  the  defense  of 
the  territory  took  precedence  over  any  other  ac- 
tivity in  the  colony  including  sexual  activity. 
Numbers  of  the  group  would  rush  to  the  frontiers 
shouting  and  screaming  at  the  intruders  to  return 
home.  Occasionally  an  invading  group  came  rela- 
tively close  to  the  heart  land  of  the  defending  mon- 
keys when  the  defenders  would  react  with  such 
intensity  of  activity  that  the  intruders  were  thrown 
back.  1 his  observation  suggests  that  the  enormous 
emotional  tension  generated  in  human  affairs  by 
conllicts  over  territory  must  have  the  deepest  bio- 
logical significance.  We  need  however  to  question 
seriously  whether  the  human  species  needs  to  ex- 
press its  territoriality  in  this  mode. 

Symbolic  expressions  of  territoriality  are  much 
pleasanter.  The  monkeys  have  it  in  their  ritual 
dance.  Ours  is  played  out  each  week  and  during 
the  bill  season  on  thousands  of  gridirons  in  the 
country.  Remember  how  easily  the  ball  moves  in 
midfield  and  how  much  additional  strength  there 
comes  to  the  defenders  when  their  backs  are  to  the 
goal  posts.  T he  howls  and  shrieks  of  the  monkeys 
do  not  kill.  This  cannot  be  said  of  the  human  who 
in  small  conflicts  uses  zip  guns  and  switch  blade 
knives  and  in  large  conflicts,  powerfully  destruc- 
tive bombs  and  much  worse. 


Vaughn-  emphasizes  the  probability  that  a subtle 
interplay  between  lorces  jierceived  at  one  time  as 
imprinting  and  perhaps  at  another  as  territoriality 
may  have  a great  deal  to  do  with  the  ultimate 
capacity  of  the  human  animal,  lor  identification 
with  and  separation  from  his  fellows;  for  his  ca- 
pacity for  loving  and  sharing  and  altruistic  and 
even  sacrificial  behavior. 


In  some  birds  it  is  the  family  which  establishes 
the  most  conspicuous  territorial  claim.  In  some 
migratory  birds  the  male  flies  ahead  to  establish 
teiiitoiy  and  sings  not  a song  ol  love  but  a cry  to 
others  to  stay  off  his  property.  When  the  female 
arrives  and  housekeeping  begins,  the  cry  ends.  In 
some  species  certain  limits  of  personal  territory 
are  very  accurately  measured,  as  in  the  diameter  of 
a ciicle  that  pigeons  will  not  invade  around  a 
stroller  on  the  boardwalk  of  Atlantic  City.  In  a 
similar  way  different  groups  of  contemporary 
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B and  C vitamins  are  therapy:  STRESSCAPS  B and  C vitamins  in  thera- 
peutic amounts . . . help  the  body  mobilize  defenses  during  convalescence . . . aid 
response  to  primary  therapy.  The  patient  with  a severe  infection,  and  many 
others  undergoing  physiologic  stress,  may  benefit  from  STRESSCAPS  capsules. 


Each  capsule  contains: 

Vitamin  Bi  (as  Thiamine  Mononitrate)  10  mg 

Vitamin  B2  (Riboflavin) 

10  mg 

Vitamin  B,  (Pyridoxine  HCI) 

2 mg 

Vitamin  Bn  Crystalline 

4 mcgm 

Vitamin  C (Ascorbic  Acid) 

300  mg 

Niacinamide 

100  mg 

Calcium  Pantothenate 

20  mg 

Recommended  intake:  Adults,  1 

capsule 

daily,  for  the  treatment  of  vitamin  deficien- 

cies.  Supplied  in  decorative  “reminder" 

jars  of  30  and  100;  bottles  of  500. 

LEDERLE  LABORATORIES,  A Division  of  American  Cyanamid  Company,  Pearl  River,  New  York 


626-6-3612 


jjeople  have  csiablislied  the  distance  to  which  they 
will  allow  other  petjple  to  approach  without  feel- 
ing tincomlortahle.  The  Latin  will  embrace,  the 
North  American  is  standollish.  Lurks  will  hold 
each  others  hands  as  they  converse. 

Vaughn  points  out  that  these  phenomena  are 
biologic  in  hiicls  but  could  be  habitual  and  sus- 
ceptible of  modification  in  humans.  One  of  the 
striking  ellects  of  LSI)  is  its  tendency  to  abolish 
the  toiK  h taboo”  and  to  Iree  the  group,  inter- 
acting under  the  inlluence  of  the  drug,  for  rela- 
tionships which  are  perceived  by  them  lot  this  and 
perhaps  other  reasons  as  having  entirely  new 
dimensions. 

There  are  many  animals  who  kill  members  of 
their  own  species  only  where  population  pressures 
exceed  certain  levels.  It  remains  to  he  learned  what 
jirolound  and  tompelling  biologic  eliects,  in  the 
sense  of  imprinting  and  territorial  pressures,  that 
human  animals  undergo  when  they  become  ever 
more  tightly  packed  into  cities.  ^Ve  hear  of  the 
appearance  of  a new  “adolescent  cidturc”  in  the 
western  world.  How  much  does  it  rellect  a move- 
ment away  from  the  tradition  oriented,  parent- 
child,  family  centered  social  structure,  towards  .so- 
cial organization  less  rooted  in  the  past  and  more 
responsive  to  presstires  arising  in  contem|iorary  life 
from  the  crowded  cities. 

The  insistetue  of  the  individual  and  family 
tipon  a certain  degree  of  privacy  coidd  be  one 
aspect  of  territoriality.  Clearly  the  need  lor  privacy 
may  be  particularly  intense  in  a society  such  as 
otirs  where  much  of  the  earth’s  surface  is  “owned” 
by  those  who  occupy  it.  Bitter  and  violent  alterca- 
tion arise  bettveen  neighbors  over  property  lines 
that  separate  their  two  areas  of  privacy.  Our  wes- 
tern culture  has  long  recognized  the  need  for  and 
light  to  privacy.  This  is  how  a man’s  home  has 
come  to  be  his  castle  which  may  not  be  breached 
unless  a warrant  offers  explicit  evidence  that  the 
pidilic  need  is  involved.  Territoriality  however  has 
needed  explicit  public  definition.  In  our  day  the 
privacy  ol  an  individual  is  held  not  to  extend  to 
the  place  where  he  offers  goods  and  services  to  the 
public,  the  public  properly  having  access  to  such 
places  without  respect  to  race,  creed  or  color. 

If  we  recognize  the  concept  of  individual  priv- 
acy and  grouj)  territoriality  it  should  help  us  to 
fincl  jiroper  solutions  to  many  human  ]irobletns. 
This  implies  planning  for  a human  society  that 
would  become  mature  and  stable  in  which  national 
identities  and  anxieties  as  well  as  international 
tensions  will  not  continue  to  he  a threat  to  survi- 
val. We  could  learn  a lot  from  birds  in  whose 
society,  the  family  and  its  nest  and  a circumscribed 
space  constitute  both  the  basic  social  unit  and  the 
territory  in  which  the  primal  need  for  space  can 


lie  realized.  Animals  generally  do  not  covet  each 
others  territory  or  property  and  do  not  practice 
war  as  do  units  ol  the  human  society. 

Do  these  new  biologic  insights  help  us  to  some 
kind  of  action  which  will  lead  us  towards  a world 
of  peace.-'  I hey  do  help  us  to  understand  that 
many  ol  our  preconceptions  are  not  a consetjuence 
of  the  natural  condition  of  man.  Human  slavery 
accepted  lor  300  years  is  now  rejected  as  a natural 
(ondiiion,  ,so  is  a society  segregated  to  race.  Pover- 
ty is  also  not  a tiatural  condition  of  man  no  more 
than  slavery  or  segregation.  Many  have  long  as- 
sumed that  jjoverty  was  due  to  some  kind  of  heredi- 
taiy  deficiency  in  intellectual  and  emotional  ca- 
pacity. May  it  not  actually  represent  profound  dis- 
t in  bailees  in  the  level  of  stimulation  and  the 
(juality  ol  socialization  of  the  infant  born  to  pover- 
ty in  one  generation  who  grows  up  to  recreate  his 
deficiencies  in  another. 

We  physicians  have  a dual  role.  We  must  en- 
courage relationships  between  paretits  and  infants 
so  as  to  make  maximum  use  of  socialization 
processes.  We  must  seek  for  means  to  control  or 
sublimate  the  emotional  energy  now  wasted  on 
meaningless  and  destructive  anxieties  and  struggles 
which  may  perhaps  have  elements  of  primitive 
territoriality  at  their  roots.  I’o  achieve  this  we 
must  become  really  concerned  with  the  raising  of 
children  capable  of  effective  social  action  and  inter- 
action. We  must  be  knowledgeable  iti  matters  bear- 
ing on  the  healthy  socialization  of  children  and  we 
must  keejj  abreast  of  new  information  and  in- 
sights. 

L.H.N. 
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New  Light  On  The  Role  Of  The 
Nervous  System  In  The  Control 
Of  Peripheral  Cell  Function 

A peripheral  nerve  is  far  away  from  its  neuron, 
ffow  does  it  stay  alive,  is  its  lunction  a purely 
electrical  one  to  transmit  impulses?  The  neuro- 
hormones delivered  at  the  nerve  cell  junction  come 
Irom  where?  If  from  the  neuron,  what  mechanisms 
aie  involved  in  the  transfer?  ,\re  these  substatices 
from  the  central  nervous  system  capable  of  pass- 
ing over  membranes  and  enter  into  intimate 
metabolism  and  function  of  the  innervated  cell? 

7 he,se  cjuestions  are  raised  because  of  many  di- 
verse phenomena  that  are  coming  to  be  recognized 
as  intimately  related  to  nerve  activity.  Trophic  in- 
lluences,  influences  upon  metabolism,  function  and 
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development,  ililterentiation  ol  cells  in  embryo- 
genesis,  growth  and  regeneration  ot  the  structures 
they  innervated 

We  know  that  when  nerve  hbers  are  separated 
from  their  cell  bodies  and  there  is  interruption  of 
exoplasmic  continuity,  a phenomenon  termetl 
\Vaflerian  degeneration  occurs.  After  an  interval 
that  varies  with  length  of  the  distal  stump,  de- 
generation or  other  trophic  changes  begin  in  the 
muscle  or  other  cells  innervated  by  the  interrupted 
fibers.  These  changes  are  clearly  distinguished  from 
those  induced  by  interruption  of  the  impulses 
alone.-’ ^ 

The  degeneration  of  the  distal  part  of  the  inter- 
rupted axon  clearly  means  that  the  axon  all  along 
its  length  is  supplied  with  components  from  its 
neuron  that  are  used  for  its  maintenance  and  ac- 
tivity, components  that  are  not  supplied  by  other 
sources  such  as  blood  or  other  extra  cellular  fluids 
and  sdiwan  cells  or  by  synthesis  within  the  axon 
itself.  If  the  components  that  keep  the  axon  alive 
are  derived  from  its  neuron,  it  must  mean  that 
maintenance  of  the  integrity  of  axons  in  peripheral 
nerves  depends  on  the  continual  delivery  of  fresh 
cytoplasm  elaborated  within  the  cell  body.  This 
cytoplasm  must  now  be  propelled  in  some  manner, 
probably  peristaltic,  by  the  axon  along  its  entire 
length  and  all  its  branches  replenishing  the  neuro- 
plasm. 

That  this  is  a very  active  process  may  be  dis- 
cerned from  the  fact  that  the  total  volume  of 
neuroplasm  may  be  replaced  several  times  each 
day.2  If  this  process  goes  on  in  the  central  as  well 
as  the  peripheral  nervous  system,  we  begin  to 
understand  why  the  brain  is  such  an  actively 
metabolizing  organ  and  why  brief  interruption  of 
its  oxygen  supply  causes  rapid  unconsciousness. 

Korr  et  al-^  have  tested  the  hypothesis  that  the 
trophic  dependence  of  a cell  on  its  innervation  is, 
as  in  the  case  of  the  axon,  also  based  upon  con- 
tinual delivery  by  the  axon  of  substances  that 
originate  in  the  nerve  cell.  To  do  this  they  applied 
labelled  P32  inorganic  phosphate  or  C14  amino  acid 
precursors  of  protein  directly  to  the  posterior  tip 
of  the  floor  of  the  fourth  ventricle  in  15  rabbits. 
These  are  the  locations  of  the  neurons  from  which 
the  hypoglossal  and  vagus  nerves  originate.  Tlie 
solutions  were  deposited  in  appropriate  portions  at 
ten  to  twenty  minute  intervals. 

As  careful  investigators  they  assured  themselves 
that  good  absorption  occurred  and  that  contamina- 
tion of  the  cerebrospinal  fluid  had  been  avoided. 
A total  of  hfty  to  one  hundred  me.  were  applied  in 
each  animal  to  the  nerve  nuclei  in  this  manner. 
The  authors  first  determined  that  there  was  no 
diffuse  labelling  and  that  only  the  vagus  and  hypo- 
glossal nerves  were  radioactive.  This  radioactivity 


in  the  form  of  an  irregularly  shaped  wave  front,  as 
observetl  in  a three  dimensional  scan,  advanced 
along  vagal  and  hypoglossal  trunks  at  about  5 to 
5.5  mm.  per  day.  This  is  consistent  with  hndings 
in  other  nerves  and  in  rate  of  regeneration  of  the 
vagus  nerve.-^ 

The  radioactivity  reached  the  tongue  through 
its  hypoglossal  nerve  after  about  five  days  and  the 
cardiac  atria  through  vagus  nerve  after  aliout  nine 
to  ten  days.  If  one  hypogfossal  nerve  was  crushed, 
the  radioactive  material  was  arrested  at  the  site 
of  nerve  interruption  where  it  accumulated.  In  the 
uninterrupted  hypoglossal  nerve  the  radioactive 
material  progressed  to  the  cells  in  the  tongue  in- 
nervated by  the  nerve. 

Having  shown  that  radioactive  material  had 
been  transported  only  by  the  intact  nerve,  the  next 
obvious  steji  was  to  determine  how  the  material 
was  ilistributed  in  the  muscle  cells  of  the  tongue 
that  are  innervated  by  the  hypoglossal  nerve.  This 
they  accomplished  with  micro  autoradiographic 
techniques.  They  found  that  the  radioactive  par- 
ticles were  densely  packed  in  the  trunk  of  the  hyjjo- 
glossal  nerve  but  not  in  its  sheath.  In  time  the 
labelled  molecules  were  distributed  throughout  the 
proximal  muscle  cells  of  the  tongue  in  the  vicinity 
of  the  entry  of  the  nerve.  The  particles  were  not 
just  at  the  myoneural  junction,  but  in  the  fibers, 
nuclei  and  sarcoplasm.  All  other  cells  in  the 
tongue  such  as  connective  tissue,  blood  vessels, 
lymph  channels  showed  no  labelling  with  radio- 
active particles.  Neither  did  other  nerves  distrib- 
uted to  the  tongue  such  as  the  facial  trigeminal 
glossopharyngeal  and  sympathetics. 

It  is  clear  that  when  radioactive  substances, 
precursors  of  protein  synthesis  were  selectively  in- 
troduced into  hypoglossal  neurons,  these  substances 
or  their  derivatives  were  conveyed  down  by  axons 
only  to  the  muscle  cells  of  the  tongue,  that  they 
reached  the  muscle  cells  only  via  these  axons. 
Finally  the  labelled  molecules  did  not  remain  at 
the  neuromuscular  junction  but  penetrated  into 
the  intracellular  coirrponents  of  the  muscle  cells. 

We  see  here  a clear  design  in  which  there  is 
proximo-distal  conveyance  ami  intracellular  trans- 
fer of  substances  from  the  neuron  to  peripheral 
cells.  Not  just  electrical  impulses,  not  just  deposi- 
tion of  neurohumors  at  nerve  cell  junction,  but 
actual  transfer  of  material  manufactured  in  the 
neuron  to  the  cytoplasmic  materials  inside  the  in- 
nervated cell. 

What  can  the  function  of  these  materials  be? 
Can  they  underlie  the  so-called  trophic  and  other 
long  term  inlluences,  not  based  on  electrical  im- 
jjulses,  of  peripheral  neurons  on  the  metabolism 
fumtion,  develojjinent,  differentiation,  growth  and 
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legeneralion  ol  the  sliuctures  they  iinieivaie?  II 
they  do,  how  do  they  accomplish  this? 

This  kind  ol  work  has  (jpeiied  a new  dimension 
in  the  role  ol  the  ner\ons  system  in  peri[)heral  cell 
lunc  tion. 

L.Il.N. 
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Differentiation  During  Embryo- 
genesis.  The  Role  Of  Induction 

Years  ago  ihere  ragetl  a controversy  between  the 
concepts  ol  jnelormation  and  epigenesis,  lire  pre- 
lormationists  held  that  it  we  could  actnally  see  the 
strtictnre  trl  the  lertilized  cell  magnified  enotigh 
there  woitld  emerge  in  miniature  the  individual 
th.'it  resitlts  from  oogenesis.  Those  who  held  tor 
epigenesis,  insisted  this  rvas  pitre  imagination  and 
only  a developmental  process  finally  leads  to  or- 
ganogenesis lotind  in  the  infant  at  birth.  ,\s  was 
true  with  other  antitheses  in  biology,  argument 
wdthout  lacts  weie  pure  fantasy,  and  that  as  know  l- 
edge progressed  it  led  to  a synthesis  of  opposing 
view's  resulting  in  elimination  ol  the  antithesis. 

■ Ml  events  in  embryogeiiesis  of  course  begins  wdth 
oogenesis  and  the  dilterence  between  embryos  is 
determined  here  and  this  must  be  due  to  regional 
ditfeiences  in  egg  cytoplasm  Irom  which  future  cells 
are  derived.  These  early  deteiminative  elfects  are 
now  referred  to  as  predetermination  not  preforma- 
tion. For  soon  alter  fertilization,  special  regions  ol 
the  egg  are  incorporated  into  the  cells  cleaving 
from  that  region  ol  the  cytoplasm  and  impart  to 
them  the  ability  to  induce  the  main  axial  organs. 

.\s  development  proceeds,  the  cells  of  a multi- 
cellular organ  become  diflerentiated  one  from  an- 
other although  they  are  all  endowed  with  identical 
genomes.  Obviously  a second  mechanism  is  here  in- 
volved besides  predetermitiation,  this  is  termed 
Fmbryonic  Induction,  an  interaction  between  one 
tissue  the  inductor  and  another  responding  tissue. 
,\s  a result  the  responding  tissue  now'  takes  a ccjurse 
it  ivoulcl  not  have  follow'ed  had  the  interaction  not 
occurred.  In  each  developing  organ  the  indue  lion 
begins  ;u  dilferent  limes  and  ends  at  dillerent  times. 
We  are  beginning  to  understand  Avhat  induces 
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what.  We  do  not  yet  know  what  the  inductor  suh- 
stances  are. 

Up  to  the  present  lime  most  studies  of  em- 
bryonic induction  have  been  carried  out  on  amjihi- 
bians.  In  the  salamander,  the  ectoderm  is  the  most 
dependent  on  induction,  for  the  emergence  of  the 
various  organs  it  forms.  I'he  central  nervous  system 
is  the  first  set  ol  ectodermal  organs  to  appear  and 
the  responsible  tissue  is  the  chorda  mesoderm.  .\s 
the  nervous  system  develojis  it  in  turn  partici]rates 
as  an  inductor  in  the  determination  of  other  ecto- 
dermal organs  including  the  nose,  lens  and  ear. 

Fhe  central  nervous  system  is  one  of  the  most 
strongly  predetermined  ol  the  ectodermal  deriva- 
tives and  recpiires  the  least  subsecpient  inductions, 
riiis  induction  system  can  be  brought  into  opera- 
tion by  anv  number  ol  odd  treatments  or  sub- 
stances and  this  has  made  extremely  difficidt  an 
understanding  ol  this  induction  system. 

The  nasal  sac,  the  lens  of  the  eye  and  inner  ear 
structure  are  lar  more  amenable  subjects  for  study 
of  embryonic  induction  than  the  nervous  system. 
Fhey  are  le.ss  predetermined,  are  relatively  simple 
discrete  organs.  Jacobson  who  has  studied  lens 
induction  exclusively  has  found  three  different  in- 
ductor tissues  in  the  ectoderm  that  induces  the  lens 
and  has  carried  his  observations  from  the  first 
visible  sign  that  ;i  lens  is  forming  until  it  has  been 
finally  completed.  This  story  he  achieved  from 
explantation  experiments.  The  remarkable  part  of 
this  work  is  to  show  that  any  part  of  the  early 
ectoderm  can  form  a lens  if  sufficiently  exposed  to 
lens  inducing  tissues. 

.Vnother  important  cjuestion  is  what  fixes  the 
organ  site  since  all  organs  ol  the  body  are  strictly 
limited  to  a jiarticnlar  site  if  they  are  to  have  well- 
adapted  lunctional  integration  with  the  rest  of  the 
organism.  |acobson  points  out  that  the  solution  of 
the  problem  ol  what  fixes  organ  site  must  finally 
come  from  investigation  of  events  that  occur  dur- 
ing oogenesis  and  at,  and  shortly  alter  fertilization, 
the  events  that  establish  predetermination.  This  is 
a monumental  task  for  descriptive  chemical  em- 
bryology but  should  not  take  loo  long  for  answers. 

• Vnother  (juestion  is  what  brings  inductor  and 
reacting  tissue  together  in  cpiite  a precise  fashion 
under  normal  conditions.  We  need  such  knowledge 
to  account  for  the  site  ol  determination.  'Fhe  first 
sign  in  the  induction  of  the  lens  in  a chick  embryo 
is  a change  in  the  behav  ior  ol  the  reacting  cells,  in- 
volving their  shape,  clumping,  elongation  of  cell 
oriented  microtufniles.  I'he  whole  process  is  e.x- 
tiemely  complicated,  but  in  most  instances  con- 
tinued presence  ol  the  inductor  tissue  is  necessary 
for  maintaining  and  augmenting  the  new  associa- 
tions in  developing  organs. 
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During  eaily  developincni  any  region  ol  ihe  epi- 
dermis ()1  the  head  is  simultaneously  being  induced 
to  betome  nose,  lens,  and  ear  lor  example.  level 
ol  determination  lor  each  ol  these  organs  is  dis- 
cernible in  any  region  ol  the  head  epidermis  in  the 
neurula  stage.  I he  nose,  lens,  and  eat  lorm  Irom 
the  strip  ol  epidermis  that  is  just  lateial  to  the 
anteiior  neural  lolds.  11  you  remove  this  stiijr  and 
lotate  it  180°  it  is  ])ossible  to  lorm  both  noses  and 
e;ns  antei  iorly  as  well  as  posterioi  ly. 

\';nying  .such  delictite  embryologic  sutgeiy  h:is 
levealed  the  role  ol  epidermis,  endodeitnal  ;uul 
mesodeinial  inductors  to  fix  the  sites  ol  nose  and 
ears  and  lens.  .\n  tmdersianding  ol  a spatial  and 
temjroral  oigani/ation  ol  an  induction  process  is 
necessaiy  lor  the  ituerjnetation  ol  ultrastructnral 
findings.  Ultimately  a synthesis  between  chemical 
knowledge  ol  the  inductor  substances  as  well  :is 
knowledge  ol  their  results  in  embryogenesis  will 
finally  explain  organogenesis.  In  the  meanwhile 
studies  ol  the  inducticjii  systems  in  their  organi/ed 
states  will  continue  to  piovicle  iiew  inlormatioii 
tibout  the  Idle  ol  induction  in  cell  clillerentiation. 

1..11.N. 
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Cooperation  Between  Law  And 
Psychiatry.  Treatment— 

Not  Punishment 

.1  more  fundamental  attack  on  the  crime  prob- 
lem IS  nowadays  called  for,  based  on  a theory  more 
promising  of  protection  of  society  through  rehabili- 
tation of  oficnders  than  is  the  hallowed  basic  phi- 
losophy of  traditional  Criminal  lawd 

In  195°  rite  Civic  Center  Clinic  ol  Brooklyn  was 
lonnded  as  a result  ol  astute  coc)])eration  lietween  a 
District  .Attorney  and  the  Courts  in  order  to  bring 
the  technics  and  insights  ol  the  social  sciences  in 
the  interests  ol  “lar-reaching”  justice,  judge  Ecl- 
waicl  .S.  Silver  then  District  Attorney,  was  appalled 
by  the  lutilily  ol  arraigning  the  same  olfenders 
lime  altei  time,  ;ind  scy  he  decided  that  there  must 
be  ;i  better  answer  to  crime  than  just  sending  men 
to  piison.  W'ith  a group  ol  prolessiontd  men  and 
community  leaders  he  organised  a small  clinic  to 
which  ollenders  could  be  relerred  by  the  (Mosecu- 
lor  and  the  courts  lor  appraisal  and  rudimentary 
theiapy.  The  clinic  with  oflicial,  philanthropic, 
and  popidar  suppewt  has  grown  to  imposing  pro- 
portions and  under  the  eyes  ol  the  pie,sent  D.  A. 
.Aaron  .V.  Koota,  it  has  become  an  important  com- 
munity asset.- 


Offenders  cjI  nearly  all  types  but  with  jnelerence 
to  young  and  early  ollenders  are  relerred  to  the 
clinic  by  the  D..A.  or  by  the  court.  In  the  clinic, 
which  is  now  under  the  auspicies  ol  the  Com- 
mnnity  Mental  Health  Board  ol  New  AOrk,  medi- 
cal, psychological,  ])sychiatiic  and  socittl  service 
personnel  cooperate  in  the  examination,  appraisal, 
and  prognosis  in  each  case.  I'hey  meet  in  a group 
coiderence  to  evaluate  the  offender  and  carefully 
weigh  the  possibility  ol  retrieving  him  from  a life 
ol  crime.  I he  procedures  include  the  u.se  ol  drugs, 
individual  or  group  psychotherapy  or  both,  prac- 
tical counseling  and  in  fact  any  resource  that  seems 
aj)]>ropriate  and  promising.  'J’he  clinic:  has  dealt 
with  sex  ollenders,  perpetrators  of  aggressive  crimes 
such  as  hold-ups  and  also  users  and  jjedlars  ol 
nai  cotics. 

This  tyjre  ol  medically  oriented  acce,ssory  ol  the 
bench  can  operate  in  many  ways  to  advise  and  as- 
sist the  judge  and  carry  out  the  court’s  considered 
jnescription  for  the  offender.  It  can  provide  for 
the  tiial  ;tn  important  background  on  the  person- 
ality and  condition  of  the  clefenclent  and  the  signi- 
ficance c)l  his  behavior  and  environment.  Finally  it 
can  and  is  etpiipped  to  pursue  under  the  Court’s 
clitection  the  treatment  and  supervision  ol  persons 
lound  worthy  ol  a rehabilitative  program.  Ex- 
perience with  these  procedures  is  constantly  im- 
proving their  effectiveness  and  broadening  the 
range  ol  their  application. 

d'en  years  ago  a similar  progiam  to  provide  psy- 
chititric  services  to  conrts  was  also  established  in 
Mas,sachusetts.  From  a small  beginning  ol  one  pilot 
clinic  the  system  now  operates  fdteen  clinics  in 
Courts  throughout  the  state.^  The  services  th;it 
have  been  developed  are  two  fold,  the  first  being  a 
consultative  lunction  to  give  opinions  in  matters  of 
competency,  mental  ho.spittil  commitment,  danger- 
ousness, disposition  and  possibility  ol  treatment. 
Fhis  is  an  extension  ol  tlie  role  ol  psychiatry  in 
the  courts  and  serves  to  help  resolve  the  numerous 
(piestions  rehiting  to  the  mental  condition  of  the 
ticcused. 

Russell  holds  that  the  j)sychiatrisl  belongs  in  the 
system  of  justice  not  alter  conviction  but  from  the 
time  ol  arrest  through  to  the  disposition.  His  ex- 
pel ience  is  clear  that  a psychiatrist  can  render  valu- 
able assistance  to  the  legal  proce.ss  and  that  the 
court  clinic  is  among  the  most  effective  means  ol 
rendering  this  service.  Wdien  a man  commits  a 
crime  and  has  a mental  illne,ss  which  jrrevents  him 
from  understanding  who  or  where  he  is  or  why  he 
is  there  he  ought  not  be  made  to  stand  trial  for  the 
offense.  The  psychiatrist  is  able  to  assist  in  the  de- 
termination ol  these  issues  as  well  as  to  help  sal- 
vage whatever  future  remains  to  the  accused,  d'he 
issue  of  who  shall  be  hospitali/ed  against  his  will 
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Does  she  really  care? 

I she  alert,  encouraged, 
)sitive  and  optimistic 
)out  getting  completely 
M soon? 

Or  has  she  given  in  to 
e demoralizing  impact 
confinement,  disability 
id  dependency? 

When  functional  fatigue 
)mplicates  convalescence, 
lertonic  can  help... 


Pleasant-tasting  Alertonic  is  pipradrol  hydrochloride 
—an  effective  cerebral  stimulant  whose  gentle  ana- 
leptic action  helps  counteract  the  apathy  and  inertia 
that  can  often  delay  convalescence— together  with  an 
excellent  vitamin  and  mineral  formula,  in  a satisfy- 
ing 15%  alcohol  vehicle. 

Nothing  fosters  confidence  and  a sense  of  well- 
being better  than  your  own  personal  warmth,  under- 
standing and  encouragement  together  with  Alertonic 
to  help  insure  prompt  response. 

Adequate  dosage  is  important:  Prescribe  Alertonic— 
one  tahlespoonfiil  t.i.d.,  30  minutes  before 
meals.. . tastes  best  chilled. 

And  for  your  patient’s  sake,  prescribe  Alertonic 
in  the  convenient,  economical  one-pint  bottle. 

Atertooic 

Available  Only  On  Prescription 

Each  45  cc.  (3  tablespoonfuls)  contains:  alcohol,  15%;  pipradrol  hydro- 
chloride, 2 mg.;  thiamine  hydrochloride  (vitamin  Bi)  (10  MDR*),  10 
mg.;  riboflavin  (vitamin  B2)  (4  MDR),  5 mg.;  pyridoxine  hydrochloride 
(vitamin  Be),  1 mg.;  niacinamide  (5  MDR),  50  mg.;  choline, t 100  mg.; 
inositol,!  100  mg.;  calcium  glycerophosphate,  100  mg.  (supplies  2% 
MDR  for  calcium  and  for  phosphorus)  and  1 mg.  each  of  the  following: 
cobalt  (as  chloride),  manganese  (as  sulfate),  magnesium  (as  acetate), 
zinc  (as  acetate),  and  molybdenum  (as  ammonium  molybdate). 

‘Multiple  of  adult  Minimum  Daily  Requirement  supplied. 

fThe  need  for  these  substances  in  human  nutrition  has  not  been  established. 

Indications:  1.  Functional  fatigue  such  as  that  often  associated  with:  a 
depressing  life  experience  or  stressful  time  of  life;  advancing  years; 
convalescence;  limited  activity  or  confinement,  2.  Poor  appetite  and 
vitamin-mineral  deficiency  as  they  occur  in;  patients  having  faulty  eat- 
ing habits;  geriatric  patients  who  are  losing  interest  in  food;  patients 
convalescing  from  debilitating  illness  or  surgery. 

Dosage:  Adults,  1 tablespoonful;  children  (over  15  years  old),  1 to  2 
teaspoonfuls;  children  (4  to  15  years  old),  1 teaspoonful.  To  be  taken 
three  times  daily  30  minutes  before  meals. 

Contraindications:  As  with  other  drugs  with  CNS  stimulating  action, 
Alertonic  is  contraindicated  in  hyperactive,  agitated  or  severely  anxious 
patients  and  in  chorea  or  obsessive  compulsive  states. 

Side  effects:  Reports  of  overstimulation  have  been  rare.  Patients  who 
are  known  to  be  unduly  sensitive  to  the  effects  of  stimulant  drugs  should 
be  observed  carefully  in  the  initial  stages  of  treatment. 

THE  WM.  S.  MERRELL  COMPANY 
Division  of  Richardson-Merrell  Inc. 

Cincinnati,  Ohio  45215 
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and  the  assessment  ol  (laiii>er()iisness  will  surely  re- 
(juire  close  cooperation  between  Law  and  Psy- 
chiatry. 

I'he  snccessrnl  clinic  is  in  the  role  of  ainicns 
curiae,  a member  of  the  court  family  and  has 

prompted  one  judge  to  remark  “ my  elfective- 

ness  and  the  effectiveness  of  my  court  would  be 
greatly  impaired  if  it  were  not  for  the  court  clinic.” 

.secotid  service  olfered  by  the  .Massachusetts  court 
clinic,  as  in  New  Voik,  is  the  treatment  of  the  ol- 
fender  and  it  is  this  pervasive  interest  in  offender 
rehabilitation  that  makes  the  program  uniejue  in 
its  operation,  d’he  Massachusetts  clinic  .system  has 
become  in  ten  years  the  largest  system  in  the 
country  for  the  outpatient  psychiatric  treatment  of 
the  offenders  and  it  is  this  as]>ect  of  the  work  that 
offers  a great  challenge  with  great  rewards. 

The  reasons  for  treating  offenders  rather  than 
})unishing  them  is  based  upon  a modern  approach 
to  aberrant  behavior.  In  many  cases  an  offense  of 
delincjuency  is  a sign  err  sympterm  of  an  underly- 
ing social  or  emotional  problem.  Furthermerre,  such 
offenders  because  of  defect  in  character  structure 
can  be  most  effectively  treated  in  the  court  proba- 
tiern  clinic  setting. 

I'he  fifteen  clinics  are  currently  staffed  by  forty 
psychiatrists,  ten  of  whom  are  training  fellows,  ten 
social  workers,  seven  social  work  students  and  four 
consultant  psychologists  and  a liaison  agent.  The 
overall  figures  indicate  that  more  than  fifty  per 
cent  of  clinic  time  is  actually  spent  on  the  treat- 
ment of  the  offender.  A principal  focus  of  the  clinic, 
Russell  points  out,  is  on  the  level  of  probation,  aid- 
ing the  probation  officer  in  his  investigation  of 
cases  and  in  his  work  of  rehabilitation  of  offenders. 
Probation  clinical  case  conferences  are  regularly 
scheduled  for  presentation  and  discussion  of  indi- 
vidual cases  by  the  whole  assembly  of  special  talent. 
The  conferences  involve  therefore  the  total  impact 
of  the  community  and  have  served  a coordinating 
function  as  well  as  being  of  educational  value  for 
all  the  disciplines  involved. 

'File  program  is  extensively  used  as  an  affiliated 
training  facility  for  p.sychiatric  resiclent.s,  for  child 
psychiatry  fellows  for  legal-psychiatry,  fellows  of 
the  Law-Medicinc  Institute  and  as  field  placement 
for  students  of  social  work  schools.  The  direction 
for  progress  will  be  in  the  development  of  more 
complete  services  to  the  Court  System  through  re- 
gionalizing of  clinics,  in  the  developmetit  of  new 
modalities  for  the  rehabilitation  of  offenders  and 
certainly  in  more  intensive  investigation  and  re- 
search. 

In  Connecticut  we  have  yet  to  take  the  first 
step.  Flere  if  the  court  so  orders,  a person  is  ex- 
amined by  a psychiatrist.^  Because  the  philosophy 
of  p.sychiatry  is  so  different  from  that  of  [lenal  in- 


stitutions one  may  anticipate  reluctance  on  the  part 
ol  Psychiatry  to  deal  with  offenders  in  a setting  de- 
voted to  punishment.  Fliere  is  an  institution  in  the 
planning  stage  where  the  courts  will  be  able  to 
seticl  offenders  for  examination  and  treatment  and 
even  probation,  but  only  for  those  who  commit 
crimes  punishafile  at  the  States  Prison,  meaning 
those  with  at  least  one  year  sentence.  I'here  is  hope, 
for  as  we  have  seen  above  modern  scientific  and 
social  enlightenment  is  having  its  impact  on  cor- 
rectional idealogy.  We  are  thinking  of  treatment 
not  punishment,  of  means  to  turning  a “human 
waywardness  towards  rectitude.  ” 

L.H.N. 
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Fluoride  Protection  Of  Bones 
And  Teeth 

Fhe  fluoridation  of  water  supplies  to  furnish 
drinking  water  that  c;in  effectively  prevent  dental 
caries  is  no  longer  in  cpiestion.  Flowever  the  po- 
tential benefits  of  ingested  fluoride  in  the  manage- 
ment of  various  general  illnesses  notably  metabolic 
bone  diseases  has  also  assumed  importance  and 
many  basic  science  and  clinical  studies  are  under- 
way to  help  esttiblish  a rational  basis  for  such 
therapy. 

First  of  all  is  the  evidence  which  comes  from 
tissue  culture  studies.  Cellular  reproductivity  .seems 
not  to  be  affected  when  the  cells  arc  exposed  to 
;j-10  parts  of  fluoride  ion  per  million.  'Fhe  person 
who  drinks  fluoridated  water  of  one  part  per  mil- 
lion has  his  cells  exposed  to  1 10  of  this  amount 
and  theti  for  but  a short  time  as  will  l)e  seen  below. 
Fo  prodnee  any  effect  on  Fie  La  cells  .Sognnaes’ 
points  out  recjuires  fluoride  concentration  30-50 
times  the  concentration  ordinarily  found  in  human 
body  fluids.  Fhe  s|)ecializecl  cell  (ametoblasts)  that 
form  the  dental  enamel  in  children  appear  to  be  a 
little  more  sensitive  to  fluoride  than  He  I.a  cells, 
but  this  is  jrrobably  clue  to  a mechanism  the  enamel 
(jrgan  possesses  for  local  concentration  of  the 
fluoride  salt. 

One  remarkable  aspect  of  fluoride  ingestion  and 
metabolism  is  the  curious  fact  that  it  is  almost  im- 
possible to  raise  markedly  the  fluoride  level  in 
blood  plasma  in  logical  relation  to  oral  ingestion 
of  flouricle  even  at  extremely  high  concentration. 


214 


Cc)NNKcric;uT  Mi;dic:ine,  April,  1967 


Regardless  of  what  fluoride  dosages  have  been 
^^iven  to  animals  and  man  they  maintain  a marked- 
fy  constant  plasma  level  of  fluoride.  Doubling  the 
amount  of  fluoride  recommended  to  prevent  dental 
caries  produces  no  increase  in  fluoride  plasma 
levels. 

The  body  accomplishes  this  through  the  kidney 
and  the  skeleton.  The  kidney  operates  as  an  ex- 
tremely efficient  organ  of  fluoride  excretion.  The 
soft  tissues  lose  nearly  all  fluoride  within  four 
hours  after  ingestion.  Even  after  one  hour  only  10 
percent  of  ingested  fluoride  is  retained  in  plasma. 
Eire  part  not  excreted  is  then  retained  by  the 
skeleton  so  that  the  target  organ  after  fluoride  in- 
gestion is  the  skeleton  including  the  teeth.  In  pa- 
tients deliberately  given  enormous  doses  of  fluoride 
such  as  50-100  times  the  normal  intake,  the  kidneys 
excrete  more  than  half  of  ingested  fluoride  and  a 
lesser  amount  is  deposited  in  the  bone  crystals  in 
a biophysical  process  leading  to  large  inorganic 
crystals  of  more  perfect  structure  than  is  found  in 
persons  with  metabolic  bone  disease.  Obviously  il 
fluoride  is  deposited  in  bone  and  produces  more 
perfect  bone  crystals,  the  inevitable  question  is  what 
would  fluoride  ingestion  do  to  the  bone  of  patients 
suffering  from  bone  resorption  as  is  found  in  osteo- 
porosis, Paget’s  disease,  osteogenesis  imperfecta  and 
post-menopausal  bone  defects. 

This  subject  has  been  studied  in  patients  who 
have  ingested  large  amounts  of  naturally  occuring 
fluoride  as  well  as  in  patients  who  have  been  given 
high  dosages  of  fluorides  in  the  treatment  of  bone 
diseases.  Sognnaes  points  out  that  all  early  studies 
were  inconclusive  therapeutically  because  the  dos- 
ages were  either  administered  for  too  short  a period 
or  were  not  high  enough. 

A population  ingesting  relatively  large  amounts 
of  naturally  occurring  fluoride  from  domestic  water 
containing  eight  parts  per  million  were  studied 
roentgenologically  and  received  a clean  bill  of 
health.  Eurthermore  skeletal  growth  of  the  fore- 
paws of  young  rats  was  not  affected  by  concentra- 
tions as  high  as  10-20  parts  per  million.  Not  only 
was  growing  bone  not  damaged  by  high  concen- 
trations of  fluoride  ingestion  but  old  osteoparotic 
bone  was  beneficially  influenced  in  those  popula- 
tions ingesting  relatively  large  amounts  of  natural- 
ly occurring  fluoride  in  domestic  water.^ 

An  excellent  study  to  determine  the  possible 
microscopic  damage  of  organs,  tissues  and  cells  was 
carried  out  on  cancer  patients  who  were  given  80- 
400  mg.  fluoride  per  day  for  4-6  months  (320  times 
amount  recommended  for  water  fluoridation) 
These  investigators  found  no  demonstrable  damage 
in  post-mortem  examinations  of  tissues.  On  the 
other  hand  benefits  have  been  repeatedly  reported 
after  the  use  of  fluorides  in  people  suffering  from 


disturbances  in  calcium  metabolism  and  various 
destruction  bone  diseases  of  the  skeleton.  Purves- 
gave  16  patients  with  Paget’s  disease  60  mg.  of 
fluoride  per  day  for  2-3  months  and  a total  dose  of 
20  mg.  per  day  up  to  one  year.  Within  4-6  weeks, 

14  of  the  patients  gained  sid^stantial  relief  from 
their  bone  pain  and  concommitant  disability.  Six 
also  showed  improvement  in  calcium  retention. 

This  approach  to  bone  protection  has  led  to 
elaborate  observations  on  the  general  metabolic  ef- 
fects, biochemical  changes  and  calcium  balance.  No 
clinical  symptoms  or  biochemical  evidence  of  toxic 
effects  was  found  in  any  patient  receiving  fluoride. 
Fluoride  is  thought  to  increase  calcium  retention  as 
was  shown  by  bone  biopsies  and  calcium  47  studies 
on  increase  in  bone  accretion  alter  the  administra- 
tion of  calcium.  The  conclusion  reached  was  that 
“fluoride  is  the  only  known  agent  suitable  for  pro- 
longed administration  to  humans  for  the  purjiose 
of  increasing  the  density  of  the  skeleton.’’ 

Purves’  findings  have  been  amply  confirmed  by 
Bernstein^  who  found  no  toxic  or  systemic  effects  on 
any  organ  system  in  patients  who  ingested  40-75  mg. 
fluoride  per  day.  On  the  contrary,  the  treated  pa- 
tients showed  by  X-ray  diffraction  that  fluoride 
therapy  had  resulted  in  the  formation  of  strong 
bone. 

Sognnaes  points  out  that  in  dentistry  we  are 
faced  with  severe  locallized  alveolar  jawbone  de- 
struction which  in  the  achdt  population  is  now 
leading  to  greater  loss  of  teeth  than  is  caused  by 
dental  caries.  Against  this  process  of  bone  resorp- 
tion we  have  very  little  to  offer  in  the  way  of 
prophylactic  and  therapeutic  measures.  Accord- 
ingly he  urges  intensive  investigation  of  dosages  of 
fluoride  and  methods  of  its  local  application,  since 
the  possibility  already  exists  that  bones  and  teeth 
can  be  protected  through  the  administration  of 
fltiorides. 

It  seems  fitting  also  to  anticipate  the  potential 
need  for  some  special  protection  of  skeletal  tissue 
during  periods  of  immobilization,  one  type  of 
which  is  bound  to  occur  during  the  weightlessness 
of  prolonged  space  travel.  During  immobilization, 
there  is  bone  loss,  elevated  concentrations  of  cal- 
cium in  urine  and  blood.  The  hibernating  animal 
is  one  such  experiment  in  nature.  Such  an  animal 
is  immobile  and  is  undergoing  nutritional  and 
other  metabolic  changes.  Interestingly  enough, 
what  is  especially  significant  to  the  dentist,  not  only 
do  such  animals  exhibit  extensive  skeletal  bone 
loss,  but  also  alveolar  jawbone  loss  surrounding  the 
teeth. 1 

We  still  do  not  know  the  maximum  fluoride 
levels  that  can  be  tolerated  by  human  tissues.  This 
knowledge  might  be  important  if  one  wishes  to 
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treat  teeth  and  bone  by  local  injection  of  fluoride. 
Wdiat  i.s  clear  in  the  development  of  onr  knowledge 
al)ont  lliioi  ide  inetal)olisni  is  that  dosages  used  have 
not  led  to  any  recognizable  tissue  injury.  On  tlie 
(onliaiy  it  has  opened  the  possibility  of  protecting 
the  skeleton  and  teeth  by  medication  and  by  fluor- 
ide even  in  anticipation  of  bone  loss  accompanying 
incipient  or  predictable  changes  in  the  internal 
metabolism,  as  at  the  menopause,  or  during  im- 
mobilization. In  fact  we  already  have  enough 
knowledge  to  state  that  dosages  of  fluoride  above 
one  part  per  million  level  may  have  new  preventive 
ami  therapeutic  applications  for  adult  individuals 
suflering  from  common  skeletal  and  dento-alveolar 
jawbone  disorders  of  obscure  etiology. 

I..H.N. 
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The  Ballistocardiograph  (BCG) 

rhe  concept  that  a sudden  motion  of  the  blood 
imparted  to  it  by  the  heart  in  one  direction  mtist 
prodttce  a recoil  of  the  body  in  the  opposite  direc- 
tion is  not  a new  one.  Yandell  Henderson, i a pro- 
lessor of  physiology  at  Yale  suspended  a table  from 
I he  ceiling,  rested  a patient  upon  it’s  surface  and 
recorded  the  movements  along  the  longitudinal 
axis,  d he  changing  velocity  of  the  moving  blood 
within  the  circulatory  system  caused  the  table  to 
oscillate  during  each  successive  cardiac  cycle. 

The  blood  however  does  not  leave  the  system  and 
the  recoil  of  the  heart  and  body  from  ejection  of 
the  blood  into  the  arteries  is  (piite  complex  because 
at  tually,  the  blood  ejected  from  the  two  ventricles 
moves  simultaneously  in  several  directions.  There 
were  other  complicating  factors  originally  such  as 
the  coujding  between  the  body  and  the  table.  Then 
it  developed  that  the  elasticity  of  the  skin  acts  as 
a s]jring  interposed  between  the  moving  body  and 
the  table  top  and  this  may  profoundly  influence 
the  recorded  deflection. 

.Starr-  e.xtended  Henderson’s  observations  and 
after  much  improvement  in  the  instrument  and 
experiments  both  on  dogs  and  human  cadavers 
showed  that  the  size  of  the  initial  deflection  is  de- 
termined by  the  rate  at  which  the  velocity  of  ejec- 
tion is  built  up,  more  than  it  is  by  the  stroke 


volume.  With  the  original  high  frequency  appara- 
tus, the  size  and  shajre  of  the  deflections  are  de- 
termined almost  completely  by  the  elastic  proper- 
ties of  the  skin,  which  must  be  considered  as  a 
coupling  between  the  body  and  the  table.  For  this 
reason  .Starr  moved  to  employ  a critically  damped 
ballistocardiographic  (BCCi)  apparatus  with  very 
low  frequency  (1.5  cps.)  which  produces  a much 
imne  reliable  record.  And  wheti  the  BCG  is  re- 
corded simultaneously  with  the  first  derivative  of 
the  carotid  pulse,  one  can  also  recognize  right  and 
left  ventricular  components  much  more  readily. 

dhe  obvious  limitations  of  the  method,  not  the 
least  of  which  is  the  mass  of  the  body  itself,  which 
interferes  with  recording  rapid  oscillations,  do  not 
preclude  the  recognition  of  empirical  relationships 
between  various  types  of  cardiac  dysfunction  and 
characteristic  patterns.  Since  the  amplitude  of  the 
deflection  is  influenced  by  the  rate  at  which  blood 
is  accelerated,  variations  in  the  pattern  should  re- 
veal alterations  in  the  force  of  ventricular  ejection. 
All  of  us  are  profoundly  interested  in  the  strengths 
or  weaknesses  of  the  hearts  of  our  patients  and  in 
the  coordination  and  incoordination  of  the  cardiac 
contractions.  If  the  force  of  ventricular  ejection 
can  be  recorded  and  alterations  recognized  in  the 
BCG,  then  we  are  well  on  the  way  to  an  Important 
measurement  of  the  physiologic  behavior  of  the 
heart. 

I’he  older  cardiologists  like  Mackenzie  and  Lewis 
never  ceased  to  emphasize  the  importance  of  the 
muscular  function  of  the  heart.  They  attempted  to 
estimate  cardiac  strength  from  the  pulse,  the  inten- 
sity of  the  heart  sounds,  the  venous  pressure  and 
these  were  a necessary  part  of  every  physical  ex- 
amination. Then  came  a period  when  interest  in 
the  electrocardiogram  increased  and  interest  in  the 
heart  as  a muscle  declined.  The  ECG  informs  us 
only  indirectly  about  myocardial  function.  It  helps 
to  identify  some  anatomical  lesions  and  occasion- 
ally angina  pectoris.  A study  of  heart  sounds  also 
helps  to  identify  valvular  lesions  and  at  times  a 
fatigued  heart.  No  one  can  deny  the  great  im- 
|rortance  of  identifying  anatomical  lesions  of  the 
heart.  'I'he  BCG  adds  little  to  our  knowledge  in 
diagnosing  anatomical  lesiems  for  its  chief  aim  is  to 
reveal  the  changes  in  the  force  of  heart  contraction, 
the  myocardial  abnormalities  as  distinct  from  the 
structural  changes.  Accordingly  the  chief  aim  of 
BCG  has  been  the  accurate  measurements  of  the 
forces  of  the  circulation  and  the  discovery  of  the 
clinical  significance  of  such  measurements.  We  ac- 
cordingly need  to  understand  the  normal  form  and 
from  clinical  pathological  correlations  as  well  as 
experiments  on  animals  and  cadavers  we  have  come 
to  understand  the  abnormal  forms  and  assess  their 
diagnostic  and  prognostic  significance. 
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Photo  professionally  posed 


MiKe  expects  a pepicillin  iniectien. 
He’s  abeut  te  be  pleasantly  surprised. 


His  physician  is  going  to  prescribe  an  oral  penicillin 
— Pen»Vee®  K (potassium  phenoxymethyl  penicillin). 
It’s  usually  so  rapidly  and  completely  absorbed  that 
therapeutic  serum  levels  are  produced  in  15  to  30 
minutes.  Higher  serum  levels  generally  last  longer 
than  with  oral  penicillin  G. 

Indications:  Infections  due  to  pathogens  susceptible  to  oral  penicillin  G. 
Prophylaxis  of  rheumatic  fever  in  patients  with  previous  history  of  the 
disease. 

Precautions:  Skin  rash,  symptoms  resembling  those  of  serum  sickness, 
or  other  manifestations  of  penicillin-allergy  may  occur.  Measures  for 
treating  anaphylaxis  should  be  readily  available:  epinephrine,  oxygen 
and  pressor  drugs  for  relief  of  immediate  allergic  reactions;  anti- 


histamines and  corticosteroids  for  delayed  effects.  Penicillin  may  delay 
or  prevent  the  appearance  of  primary  syphilitic  lesions.  Patients  with 
gonorrhea  who  are  suspected  of  concurrent  syphilitic  infections  should 
be  tested  serologically  for  at  least  3 months.  Where  lesions  of  primary 
syphilis  are  suspected,  dark-field  examination  should  precede  use  of 
penicillin.  As  with  other  antibiotics  overgrowth  of  nonsusceptible 
organisms  may  occur;  if  so,  discontinue  and  take  appropriate  measures. 
Treat  P-hemolytic  streptococcal  infections  with  full  therapeutic  dosage 
for  at  least  10  days  to  prevent  development  of  rheumatic  fever  or  glo- 
merulonephritis. 

Contraindications:  Infections  caused  by  nonsusceptible  organisms; 
history  of  penicillin  sensitivity. 

Composition:  Tablets— 125  mg.  (200,000  units)  and  250  mg.,  (400,000 
units);  Liquid— 125  mg.  (200,000  units)  and  250  mg.  (400,000  units) 
per  5 cc.  Wyeth  Laboratories  Philadelphia,  Pa. 


(potassium  phenoxymethyl  penicillin) 


The  noiiiuil  lorin  is  cxLieinely  well  docuinenied. 
In  lad  there  is  hardly  any  clinical  nieihod  whose 
genesis  is  as  well  documented  as  that  ol  the 
To  elucidate  all  ot  the  numerous  ahnoiinal  lorms, 
Starr  has  constructed  an  electrical  model  ol  the  cir- 
cidation  which  may  provide  answers  to  many  (jues- 
lions.  J hus  he  has  altered  the  “cardiac  ejection 
curve”  and  produced  specific  changes  in  the  lorm 
and  amjjlitude  ol  the  “lorce  record”.  When  he 
simulated  the  condition  ol  atherosclerosis  the  Lorce 
BCG  did  not  get  smaller  but  somewhat  larger. 
1 hese  modifications  also  appeared  in  experiments 
on  cadavers.  Thus  changes  in  acceleration  ol  ejected 
blood  ate  easily  recognized  in  the  lorce  BCG. 

Starr  has  also  carried  out  experiments  on  un- 
;mesthetized  trained  dogs  whose  BCG  looks  exactly 
like  that  ol  the  human  record.  In  the  living  animal 
he  could  study  effects  ol  anesthesia,  injection  ol 
adrenalin,  effects  ol  ciuinidine,  pitressin,  hemoi- 
rhage,  ligation  ol  great  vessels,  emboli  to  head  and 
to  the  lungs.  The  experiments  on  animals  have 
agreed  ])erlectly  with  observations  made  in  the 
clinic  and  with  theoretical  considerations.  T hese 
experiments  to  elucidate  the  meaning  ol  the  curves 
obtained  by  the  BCG  are  a true  counterpart  ol  the 
experiments  perlormed  on  dogs  to  elucidate  the 
meaning  ol  the  electrocardiogram  and  its  abnor- 
malities. 

I he  students  ol  a generation  ago  were  taught 
that  the  heart  exerts  its  effects  throughout  systole, 
sejueezing  the  blood  out  ol  the  heart  until  systole 
is  over.  T he  BCG  has  taught  us  that  the  normtd 
heart  behaves  cpiite  differently.  Its  lorces  are  really 
imparted  in  a burst  ol  briel  duration  at  the  on- 
set ol  .systole  and  the  last  ol  the  ejected  blood  leaves 
the  heart  not  because  it  is  squeezed  out,  but  he- 
cituse  ol  the  energy  imparted  earlier  that  set  the 
blood  stream  in  motion.  Once  set  in  motion  it 
continues  to  flow  until  resistance  stops  it. 

T his  new  concept  suggests  that  there  are  new  and 
important  aspects  ol  the  heart  lunction  lor  clinic- 
ians to  consider,  such  as  the  duration  ol  the  “car- 
diac effort”  which  is  much  less  than  the  duration 
ol  ejection.  This  being  the  case  one  would  exjject 
and  one  actually  finds  that  strong  young  hearts 
have  ;i  more  explosive  contraction  which  endures 
a shorter  time  than  older  hearts  and  those  weak- 
ened by  disease.  The  amplitude  ol  ultra-low  Ire- 
cpiency  records  definitely  diminishes  as  age  in- 
creases and  lorm  abncjrmalities  appear  with  in- 
creasing Irecjnency  as  age  advances,  even  though  ap- 
parent good  health  is  maintained. 

The  BGG  as  a measure  ol  lunctional  efficiency  is 
hard  hit  during  acute  myocardial  inlarction,  dur- 
ing aginal  attacks.  T here  appear  incoordination  ol 
the  cardiac  cc:mtraction,  a phenomenon  not  recog- 


nized in  other  ways  by  the  clinician,  although  he 
can  inler  it. 

T he  important  thing  here  is  the  recognition  that 
classilying  cardiac  disease  according  to  etiology  or 
anatomical  lesions  may  or  may  not  he  accompanied 
by  the  physiological  abnormalities  ol  myocardial 
weakness  and  incoordination.  Many  conventional 
methods  widely  used  at  present  may  not  reveal  the 
existence  ol  weakening  ol  the  myocardial  lorce  dur- 
ing contraction  which  are  clearly  brought  out  in 
the  BGG. 

TTie  BCG  has  helped  us  to  a new  conception  in 
clinical  carcliolcrgy,  that  ol  incoordination  ol  cardiac 
contraction  which  alters  the  lorce  ol  the  ventricul- 
lar  contraction  and  distcjits  the  normal  waves  ol 
the  BCG.  ^Vhen  the  time  course  ol  the  lorce  BGG 
becomes  irregular,  tve  must  think  ol  asynchronism 
ol  contraction  ol  certain  muscle  bundles  and  ol  the 
\entricles  as  a wTiole  contracting  irregtilarlv. 
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The  RoSe  Of  Platelets  In 
Arterial  Thrombosis 

Atherosclerosis  is  almost  univer.sally  jnesent  in 
adult  Americans.  The  ischemic  complications  ol 
atherosclerosis  account  lor  over  hall  ol  all  deaths 
in  the  United  States.  One  ol  the  important  factors 
involved  in  death  from  atherosclerosis  is  arterial 
thrombosis.  It  is  therefore  obviously  important  to 
understand  the  factors  involved  in  arterial  throm- 
bosis. Glynn,  et  al.^  found  out  a well-recognized 
fact  that  arterial  thrombosis  only  occurs  when  the 
endothelium  is  severely  damaged  exposing  the 
underlying  collagen.  It  is  then  that  platelets  come 
in  contact  with  the  collagen. 

T he  initial  step  involved  in  the  formation  ol  an 
arteiial  thrombus  now  is  adherence  and  aggrega- 
tion of  platelets  to  the  collagen.  Masses  of  platelets 
soon  become  interspersed  with  layers  of  fibrin  and 
red  cells.  The  platelet  mass  soon  diminishes  and 
fibrin  becomes  a prominent  component.  This  em- 
phasis on  the  latter  phase  is  perhaps  the  reason 
that  observers  have  in  the  past  identified  throm- 
hogenesis,  not  with  platelet  aggregation  but  rather 
with  coagulation. 
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Ihe  process  is  apparently  a self-generating  one. 
■\s  the  platelets  in  the  mass  swell  they  become  de- 
grannlated  and  liberate  both  serotonin  and  adeno- 
sine-diphosphate (ADP)  which  plays  an  important 
role  in  the  further  growth  of  the  platelet  mass.  In 
addition  tissue  thromboplastin  is  released  at  the 
point  of  injury  and  also  stinudates  coagulation, 
rhe  central  mass  of  the  thrombus  is  composed  of 
lightly  packed  platelets  aided  by  released  ADP.  In 
the  periphery  of  the  thrombus,  the  platelets  under- 
go structural  change  and  become  interspersed  with 
layers  of  fibrin  and  this  is  what  lends  stability  to 
the  thrombus. 

^Vhen  for  any  reason  the  coagulation  component 
is  greatly  suppressed,  the  platelet  mass  that  forms  is 
probably  readily  broken  up  and  dispersed.  It  is 
this  process  which  probably  causes  temporary  reti- 
nal failure  or  cerebral  anoxic  attacks.  Whether  the 
thrombus  will  break  up  and  lead  to  microcircula- 
tion emboli  or  whether  extension  of  the  thrombus 
will  occur,  clearly  must  depend  upon  factors  that 
can  either  degrade  ADP  or  neutralize  thrombin. 

It  would  appear  that  the  initial  reaction  of  plate- 
lets with  an  exposed  surface  of  the  artery  has  many 
of  the  characteristics  of  white  cell  response  in  im- 
mune injury,  inflammation,  and  phagocytosis.  Be- 
cause when  the  platelets  are  exposed  to  such  stimuli 
they,  like  the  leucocytes,  release  factors  that  in- 
crease vessel  permeability.  This  primary  reaction  of 
platelets  to  surfaces  could  be  important  for  several 
reasons.  Drugs  with  anti-inflammatory  properties 
might  influence  the  early  stages  of  thrombosis. 
Then  there  is  the  possibility  that  under  conditions 
of  inflammation,  platelet  aggregation  coidd  itself 
injure  the  vessel  wall. 

After  the  hrst  day  the  bulk  of  the  platelets  in  a 
thrombus  have  disintegrated,  and  there  is  a marked 
increase  in  the  amount  of  fibrin  together  with  a 
considerable  reduction  in  the  size  of  the  thrombus. 
The  white  cells  which  have  also  infiltrated  the 
thrombus  also  disintegrate  by  a mechanism  as  yet 
unknown.  After  two  weeks  such  a mural  thrombus 
becomes  organized.  Intimal  thickenings  rich  in 
smooth  muscle  cells  and  collagen  develop  in  which 
only  traces  of  hbrin  and  celhdar  debris  are  en- 
countered. The  result  of  course  is  an  atheroma. 

When  there  is  absent  or  minimal  fdjrin  com- 
ponent, the  platelet  aggregates  can  be  readily  re- 
versed and  now  arises  the  question  as  to  what  might 
be  the  effect  of  such  transient  platelet  rich  thrombi 
or  emboli  on  organ  function.  Experimental  studies 
on  the  coronary  circulation  by  infusing  ADP  (which 
causes  platelet  aggregation)  has  been  shown  to  lead 
to  myocardial  infarction.  It  has  also  caused  damage 
to  the  microcirculation  in  the  kidney.  Similarly  it 
is  known  that  in  disseminated  intravascular  coagu- 


lation, patludogical  processes  are  initiated  in  vari- 
ous parts  of  the  microcirculation  by  platelet  rich 
thrombi. 

In  view  of  the  primary  role  of  platelet  adherence 
and  aggregation  in  arterial  thrombosis,  it  shoidd  be 
possible  to  influence  them  and  thereby  suppress 
thrombosis.  Clearly  drugs  that  only  suppress  coagu- 
lation will  be  relatively  ineffective  in  preventing  the 
initial  accumnlation  of  platelet  material  on  the  ves- 
sel wall  although  they  should  suppre,ss  thrombus 
growth  and  stability.  But  then  we  have  the  problem 
that  organ  dysfunction  and  pathology  can  be  caused 
by  transient  platelet  aggregates.  Obviously  treat- 
ment with  coagulation  depressing  drugs  although 
perhaps  helpful  may  not  be  snflicient  to  control  all 
aspects  of  arterial  thrombosis.  It  is  clear  that  ef- 
fective treatment  against  arterial  thrombosis  will 
require  something  that  inhibits  both  the  initial  step 
of  platelet  aggregation  as  well  as  the  second  step 
of  coagulation. 

In  theory  a drug  such  as  heparin  which  affects 
cell  membranes  as  well  as  coagulation  might  be 
useful.  The  only  trouble  is  that  in  the  usual  thera- 
peutic doses  heparin  does  not  effectively  suppress 
the  platelet  surface  reaction  as  ADP  induced  plate- 
let aggregation.  We  must  now  seek  agents  that 
coidd  prevent  the  formation  of  the  initial  platelet 
mass.  Phenylbutazone  has  been  shown  to  affect 
platelets  by  siqapressing  their  resj^onse  to  collagen.- 
Similarly  it  has  been  suggested  that  linolenic  acid 
may  function  to  reduce  platelet  adhesiveness.^ 

The  real  problem  of  course  in  treating  arterial 
thrombosis  is  that  after  an  interval  of  12-24  hours, 
the  attack  on  platelet  adhesiveness  comes  too  late 
and  any  success  would  have  to  be  achieved  by  an 
agent  that  could  lyse  the  hbrin  in  the  clot.  Phenyl- 
butazone could  be  just  such  an  agent. ^ 

The  inqjortant  point  in  all  this  is  that  we  are 
gaining  an  understanding  of  the  mechanism  in- 
volved in  pletelet  adherence  and  aggregation  and 
the  relationship  of  these  to  arterial  thrombosis  and 
disease.  This  should  facilitate  the  development  of 
better  therapeutic  techniques  for  the  prevention 
and  management  of  arterial  thrombosis. 
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Biologic  Effects  Of  Environmental 
Radiation  Exposure 

IJtllc’  poiiUs  out  that  radiation  exposure  tan 
shorten  lile,  lead  to  cancer  and  produce  greater 
;il)Uoi inalities  in  the  oflspring  lioni  ineparaltle 
damage  to  the  genetic  material  ol  cells  that  survive 
radiation  and  still  retain  the  cajtacity  to  propagate. 
1 he  ellect  on  lile  ex|jectancy  was  cleat ly  demon- 
strated in  radiologists  ages  35  to  44  who  were  lound 
to  have  a shorter  life  than  internists  in  the  same 
age  grotip.- 

The  caicinogenic  ellects  ol  ioni/ing  radiation  in 
man  has  been  deiiKtnstrated  lor  a tvide  variety  ol 
neoplastic  diseases.  They  are  however  the  restilt  ol 
large  exposures.  The  leukemia  incidence  is  known 
to  be  high  in  persons  with  whole  body  or  huge  tis- 
sue exposure  stub  as  ocanretl  in  Hiroshima  and 
Nagasaki.  Ratlium  dial  painters  develop  osteogenic 
sarcoma.-^  Alpha  ratliation  Irom  high  concentrations 
ol  radon  and  its  daughters  in  the  air  has  been 
lound  to  prodtice  a high  incidence  ol  pulmonary 
carcinoma  in  tmderground  mine  workers  exposed 
to  this  gas.^  Al|tha  ladiation  Irom  Polonium-"’  a 
naturally  occuring  trace  element  in  tobacco  has 
been  proposed  as  a carcinogenic  agent  in  cigarette 
smoke.'’ 

Wometi  who  underwent  multiple  lluoroscopic 
examinations  (hiring  treatment  ol  pulmonary 
tuberculosis  by  closed  pnetimot borax  show’ed  a 
high  incidence  ol  breast  carcinoma.”  .Some  tumors 
may  yet  appear  later  in  people  already  exposed. 
Rehitive  cancer  risk  is  40  jrer  cent  higher  in  chil- 
dren whose  mothers  received  diagnostic  X-rays  lor 
pehimetiy  during  pregnancy.'^  I'he  letus  is  so 
sensitive  that  even  low  exposures,  a simple  X-ray 
him  ol  the  abdomen  ol  the  mothers  (1  rem)  re- 
sults in  significant  increase  in  the  incidence  ol 
cancer  in  the  child  including  letikemia. 

Definite  evidence  ol  genetic  delects  in  the  oil- 
spring  ol  irradiated  human  beings  is  still  lacking. 
However,  in  animals  like  drosophila  and  mice  it 
is  conclusive.  RusselP  lound  seven  specific  locus 
mutations  in  several  hundred  thousand  oflspring 
of  irradiated  mice.  Assuming  such  results  can  be 
extrapolated  in  man,  then  the  total  dose  necessary 
to  double  the  nattiral  mutation  rate  in  man  would 
be  ol  the  order  ol  25  to  30  rem  lor  acute  radiation 
cxjiosure,  but  probably  ]()()  rem  or  more  lor 
chronic  low  level  exposure. i It  is  easy  to  see  that 
such  doubling  ol  mtUation  rate  ol  the  Iniman 
population  would  eventually  have  serious  conse- 
(juences.  The  backgrotind  rate  is  1 rem  per  gener- 
ation so  that  the  dtjubling  chjse  rate  would  amount 
to  ()  to  25  times  the  background.  II  we  should  be 
subjected  to  a nuclear  conllict,  tlu«e  who  tvotild 
survive  could  conceivably  give  rise  to  a generation 


tvith  an  intolerable  nundter  ol  deleterious  genetic 
mutations. 

(diromosome  damage  in  leucotyles  alter  radi- 
ation exposure  has  been  described.  Persons  who  re- 
ceived an  exposure  ol  12  to  35  r during  the  (ourse 
ol  a simple  X-ray  examination  showed  persistent 
chromosome  aberration  in  their  leucocytes.-*  This 
was  also  observed  in  a grotip  ol  raditition  workers 
with  mean  chronic  life  time  exposures  ol  1.4  rem 
per  year  (abotit  10  times  the  background  radi- 
ation. 

A final  biologic  effect  ol  radiation  is  the  produc- 
tion ol  developmental  anomalies  in  the  fetus. 
4 hese  may  occur  with  exjtosuie  as  low  as  those 
incurred  during  diagnostic  X-ray  examinations  ol 
the  mother.  Little'  believes  .sensitivity  is  probably 
maximum  in  human  embryos  during  the  2nd  to 
()th  week  ol  development.  Phis  clearly  wotild  pre- 
chule  any  pelvic  irradiation  in  women  ol  childbear- 
ing age  to  any  period  except  lor  perhaps  10  days 
alter  menslrtiation. 

rite  national  committee  on  radiation  protec- 
tion has  suggested  maximum  permissible  radiation 
doses."  However  from  what  we  have  .seen  above 
the  idea  that  radiation  in  theses  below  ;i  certain 
level  produces  no  biologic  damage  ol  consecjuence 
is  obviously  not  true,  based  on  theoretical  con- 
siderations and  on  recent  observation  in  animals 
and  man,  probably  no  threshold  exists  below 
which  no  genetic  damage  would  occur  from  long 
term  effects  ol  radiation.  In  this  case  any  additional 
radiation  exptjsure  above  background  is  potentially 
harnilul.  In  setting  “acceptable  risk”  standards,  the 
(piestion  is  one  ol  weighing  possible  risks  from 
radiation  exposure  against  the  value  ol  the  diagnos- 
tic examination. 

In  most  instances  the  radiation  risk  is  small  as 
against  the  risk  incurred  if  an  indicated  examina- 
tion is  not  done.  Nevertheless  the  radiologist  and 
the  physician  must  always  weigh  the  factors  in- 
volved. There  are  ol  cotirse  exceptions  stich  as 
children  with  c(jngenital  heart  disease  who  received 
up  to  585  r ol  diagnostic  X-rays  and  follow  up 
lluoroscopy,  95  per  cent  of  which  wotild  have  been 
avoided  by  substituting  chest  films  instead. 

Many  single  measures  can  markedly  reduce  ex- 
posure from  external  sources  especially  medical 
X-rays.  This  is  recognized  in  the  jiroduction  ol 
new  etpiipment  and  technics  hy  radiologists,  as  well 
as  a more  critical  and  conservative  attitude  towards 
taking  X-rays  and  using  fluoroscopy. 

Safety  factors  for  internal  exposure  are  mtich 
more  difficult.  Obviously  the  problem  ol  protection 
against  internal  exposure  involves  primarily  those 
ol  avoiding  ingestion  or  inhalation  of  the  isotope. 
Otir  knowledge  of  possible  sources  stub  as  radon 
gas  in  mine,s,  living  inside  homes  of  radioactive 
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rocks  or  over  radioactive  granite,  should  help  us  to 
avoid  some  of  these  hazards.  Knowledge  of  the  phy- 
sical and  biological  properties  of  the  damaging  iso- 
topes can  also  be  of  help  as  well  as  of  the  food 
chains  whereby  the  isotopes  are  concentrated  until 
they  finally  are  ingested. 

VVhth  short  half  like  isotopes,  contaminated  food 
can  be  stored  until  sufficient  decay  has  occurred. 
For  example  milk  contaminated  by  with  a half 
life  of  eight  days  may  be  canned  or  converted  to 
butter  or  cheese  for  future  consumption.  Absorp- 
tion of  an  isotope  may  be  depressed  by  dilution  or 
with  a stable  element  whose  chemical  properties 
are  similar  to  those  of  the  isotope.  Once  absorbed 
the  isotope  may  be  more  readily  excreted  by  the 
same  technic.  Excretion  of  Na--  or  will  be  en- 
hanced if  large  quantities  of  stable  Na  or  water  are 
ingested.  With  many  important  isotopes  such  as 
Sr^*^  and  Cs^^^  once  the  element  is  deposited  in  the 
body  little  can  be  done  to  prevent  radiation  ex- 
posure. 

At  present  90  per  cent  of  the  excess  radiation  ex- 
posure to  the  world  population  above  normal  back- 
ground comes  from  clinical  sources  primarily  diag- 
nostic X-rays.  Over  these  we  can  have  some  control. 
In  the  future  however  radioactive  isotopes  released 
from  bomb  detonation  and  atomic  energy  installa- 
tions may  become  a significant  factor.  If  indulged 
in  on  a large  scale  civilization  will  become  extinct. 
In  this  case  mans  science  and  technology  which 
has  brought  blessings  to  mankind,  will  also  become 
the  instrument  of  his  undoing. 

L.H.N. 
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The  Safety  Of  Modern 
Processed  Foods 

There  has  been  an  expanding  use  of  chemicals 
added  to  foods  during  processing  for  various  tech- 
nological reasons  as  well  as  to  improve  taste  and 
add  convenience  to  their  use.  There  has  also  de- 
veloped marked  use  of  agricultural  chemicals  such 
as  pesticides  and  plant  growth  regulators  to  in- 
crease agricultural  production.  It  must  be  admitted, 
however,  that  despite  the  best  use  of  agricultural 
practices,  residues  of  such  substances  may  remain 
in  foods.  But  the  advantages  derived  from  food  ad- 
ditives and  the  chemicals  used  to  increase  agricul- 
tural production  must  be  weighed  against  possible 
adverse  effects  on  health  resulting  from  these  prac- 
tices. 

Agene  (nitrogen  trichloritle)  is  a chemical  oxi- 
dizing agent  used  to  bleach  and  mature  wheat 
flour.  This  agent  definitely  produces  running  fits 
in  dogs  that  eat  such  flour.  Is  it  also  damaging  to 
humans?  It  turned  out  that  19  subjects  given  such 
flour  did  not  develop  clinically  evident  effects. 
Agene  is  now  known  to  produce  methionine  sul- 
phoximine  in  5 per  cent  of  the  methionine  in 
flour.  This  means  that  for  man  not  enough  me- 
thionine is  destroyed  to  prevent  its  utilization  in 
protein  building.  But  methionine  sidphoximine  is 
toxic  to  humans  and  in  sufficient  dosage  can  be 
toxic.  We  must  alert  to  this  possibility  in  under- 
nourished populations. 

When  the  use  of  agene  fell  into  disrepute,  the 
milling  industry  turned  to  other  maturing  agents 
notably  chlorine  dioxide.  This  bleaching  agent 
does  interact  with  nutrients  in  the  food  to  reduce 
the  tocopherol  content.  It  causes  loss  of  essential 
fatty  acids  in  large  amounts.  However  there  ap- 
pears to  be  little  chance  of  oxidative  destruction  of 
essential  fatty  acids  in  flour  which  is  treated  with 
amounts  used  commercially.  It  would  seem  there- 
fore that  its  normal  use  does  not  present  a hazard 
to  humans  living  on  a noimal  diet.  What  it  would 
do  to  humans  on  certain  abnormal  diets  is  not 
known. 
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Eihyleiieoxidc  has  Ijeen  proposed  lor  liimigaling 
loodsudls  or  sterilizing  [oods  lor  which  steam  steril- 
ization is  not  practical.  Studies  with  this  snbstance 
on  rats  given  slock  or  jtnrilied  diets  exposed  to 
ethyleneoxide  caused  growth  depression  because  ol 
destruction  ol  certain  essential  aniinoacids.  How- 
ever the  cpiantity  ol  adverse  products  is  too  small 
to  cause  any  alterations  in  ioocl  greater  than  those 
resulting  Irom  cooking  or  normal  deterioration  in 
aging  and  much  less  than  that  Irom  even  minor 
spoilage  by  bacteria,  lungi,  and  insects. 

Another  chemical  commoidy  used  to  luniigate 
wheat,  methylbromide,  can  damage  the  histidine 
residue,  but  here  also  amount  ol  reaction  occuring 
under  typical  lumigation  conditions  was  negligible. 
At  most  1-2  per  cent  ol  the  total  amounts  ol  amino- 
acids  in  locjtl  proteins  are  damaged  and  this  is  too 
small  to  produce  any  nutritional  or  toxicological 
effects.  This  clcjes  not  rule  out  the  possibility  that 
certain  persons  may  be  especially  sensitive  to  this 
agent  and  respond  in  an  unpredictable  manner. 

Some  solvents  have  been  used  to  remove  lipids  or 
water  or  both  in  lood  processing.  It  was  believed 
that  this  process  was  sale  il  the  to.xic  solvent  resi- 
dues were  not  lelt  in  the  loodstuli  alter  processing. 
What  was  not  known  was  that  the  solvents  may 
interact  with  components  ol  lood  to  produce  new 
compounds  that  could  be  toxic.  The  best  known 
example  ol  a solvent-lood  interaction  is  that  which 
occurs  between  irichlorethylene  and  proteins.  Thus 
soybean  meal  extracted  with  this  solvent  was  toxic 
to  cattle.  They  showed  bleeding  Irom  body  orifices 
and  into  the  skin.  Campbell  anti  Morrisoid  lonnd 
that  fish  protein  treated  with  this  solvent  loses  its 
histidine  and  methionine.  Furthermore  some  sol- 
vents also  lorm  new  compounds  like  chlorocholine 
which  are  directly  toxic. 

Suljjhur  dioxide  has  been  used  as  a loot!  preserva- 
tive lor  centuries.  In  small  amounts  however  it 
produces  no  deterious  effects  unless  the  diet  is  de- 
ficient in  thiamine  and  biotin,  which  is  destroyed 
by  this  preservative. 

Nitrates  or  nitrites  in  the  diet  or  drinking  water 
can  lead  to  methemoglobinemia.  They  also  pro- 
duce nutritional  effects  as  well  lor  they  reduce 
vitamin  A stores  and  also  reduce  thyroid  activity 
which  is  needed  lor  the  liver  conversion  ol  carotene 
to  vitamin  A.  This  has  important  therapeutic  im- 
plications since  many  patients  with  angina  pectoris 
are  kept  on  nitrates  lor  long  periods  ol  time.  The 
undesirable  effects  ol  these  therapeutic  agents  could 
be  reduced  by  intermittent  administration. 

As  lar  as  pesticides  are  concerned  relatively  little 
seems  to  be  known  ol  possible  nutritional  effects 
although  both  DDT  and  dieldrin  are  known  to  de- 
crease liver  storage  ol  vitamin  A. 


EdTA,  a chelating  agent  is  uselul  lor  removing 
metals  which  imparl  undesirable  colors  lor  loods. 
Only  at  high  levels  however  (1-1  per  cent)  were 
toxic  effects  noted  in  young  rats  due  to  decreased 
absorption  ol  iron  and  increased  excretion  ol  iron 
in  the  urine.  There  were  however  no  effects  on 
calcium  excretion  or  its  levels  in  serum  and  bone. 

We  have  thus  seen  that  intentional  or  inad- 
vertent addition  ol  chemicals  to  loods  during  pro- 
cessing may  exert  a broad  variety  ol  nutritional 
effects  that  lall  into  two  categories.  I'he  first  in- 
voles  a chemical  reaction  between  the  additive 
and  lood  components  which  result  in  the  lorma- 
tion  ol  new  compounds  which  may  be  toxic.  The 
additive  responsible  lor  such  changes  may  not  even 
be  present  in  the  lootl  alter  processing,  but  the 
nutritional  effects  are  detectable  by  subsequent 
damage. 

The  second  type  ol  nutritional  effect  is  that  ex- 
erted by  certain  additives  on  the  utilization  or 
metabolism  ol  nutrients  alter  ingestion  ol  the  lood. 
.Such  effects  result  Irom  chlorinated  pesticides  and 
nitrites. 

There  is  little  doubt  that  as  loods  become  more 
and  more  sophisticated  and  their  jtroduction  more 
complex,  it  may  be  expected  that  the  use  ol  ad- 
ditives, pesticides,  solvents  and  pre,servatives  will 
become  more  widespread.  As  the  present  trend 
towards  processed  loods  continues,  lood  technolo- 
gists, nutritionists,  the  physician,  and  also  the  pub- 
lic must  be  aware  ol  the  interactions  between  lood 
constituents  which  occur  in  lood  processing.  Obvi- 
ously there  is  need  lor  an  integrated  approach  to 
lood  salety  and  evolution  ol  a program. 

'resting  procedures  lor  the  evaluation  ol  the 
salety  ol  modern  processed  loods  must  be  highly 
refined  and  critical.  I'hey  must  include  studies  in 
which  the  lood  is  given  to  animals  under  condi- 
tions which  can  reveal  any  nutritional  relationships, 
lor  it  is  no  longer  possible  simply  to  determine 
the  amount  and  toxicity  ol  chemical  residues  in 
lood. 

It  should  be  pointed  out  at  this  point  that  despite 
the  lact  that  lood  additions  can  exert  importent 
nutritional  effects  there  is  no  cause  lor  undue  con- 
cern about  the  salety  and  nutritional  adetpiacy  ol 
our  pojnilation  consuming  large  amounts  ol  pro- 
cessed loods.  The  important  jjoint  is  that  we  should 
be  aware  ol  the  possibility  ol  these  effects  and 
that  all  those  concerned  with  lood  production,  pro- 
cessing, and  evaluation  should  realize  that  some  ol 
these  effects  can  have  .serious  consequences. 

L.H.N. 
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The  Two  Doctors  - Yesterday  And  Tomorrow 


■ Some  fifty  years  ago,  Conan  Doyle  fashioned 
Sherlock  Holmes  out  of  the  image  of  his  old 
teacher  of  medicine.  Dr.  Joseph  Bell  of  Eclin- 
bourgh.  Of  Dr.  Bell  he  wrote: 

“He  would  sit  in  his  receiving  room  with  a face 
like  a red  Indian,  and  diagnose  people  as  they 
came  in,  before  they  even  opened  their  mouths.  He 
would  tell  them  their  symptoms,  and  even  give 
them  details  of  their  past  lives,  and  hardly  ever 
would  he  make  a mistake.” 

Dr.  Bell  was  the  prototype  of  what  I chose  to 
call  the  ‘educated  guess’  school  of  medicine.  This 
breed  of  doctors  dominated  the  medical  scene  dur- 
ing the  first  half  of  the  twentieth  century;  they  car- 
ried on  the  tradition  of  Claude  Bernard,  of  Wil- 
liam Osier,  of  Sigmund  Freud,  of  the  multitude  of 
enquiring  physicians  who  have  moved  the  study  of 
medicine  from  witch-craft  to  science. 

In  general,  these  doctors  had  little  information 
to  guide  them  beside  the  data  they  gathered  with 
their  five  senses.  When  I went  to  medical  school  (I 
graduated  in  1940),  the  emphasis  was  on  clinical 
observation,  on  data  gathered  by  looking,  hearing, 
feeling,  smelling,  and  tasting;  it  was  considered 
poor  taste  to  wait  for  a laboratory  or  a radiological 
report. 

The  ideal  physician  in  those  days  was  the  gen- 
eral practitioner,  the  physician  who  could  perform 
miracles  of  diagnosis  and  treatment  with  only  the 
materials  found  in  any  kitchen.  We  were  trained 
to  be  self-reliant,  to  be  able  to  operate  effectively 
if  we  were  set  clown  in  the  midst  of  the  Canadian 
bush. 

The  most  dramatic  moment  in  one  of  the  early 
Dr.  Kildare  movies  was  the  episode  in  which  the 
hero  did  an  emergency  blood-transfusion  on  a busy 
street,  using  a watch-glass  to  cross-match,  and  some 
enema  tubing  to  conduct  the  blood  from  donor  to 
recipient.  My  greatest  ambition  when  I entered 
practice  was  to  do  a delivery  at  home;  I en- 
countered a retained  placenta  and  never  tried 
again. 

On  looking  back,  I must  admit  that  we  doctors 
of  the  older  generation  relied  heavily  on  the  para- 
phernalia of  witchcraft.  We  fostered  the  notion 
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that  the  doctor  is  some  sort  of  god-like  creature 
who  moves  within  a magic  circle,  and  manipidates 
evil  spirits  disguised  as  illnesses;  he  exercises  these 
malevolent  miasmas  by  invocation,  by  foul-smelling 
potions,  by  the  laying  on  of  hands. 

Characteristically,  the  doctor  was  expected  to 
dress  in  a distinctive  way.  In  early  times,  the  medi- 
cal man  appeared  in  a costume  resembling  that  of 
a buffoon.  I recall  in  my  student  years  that  the 
specialists  had  their  trademarks;  the  cardiologist 
wore  a peaked  collar,  the  surgeon  a sports  jacket, 
and  the  obstetrician  displayed  a white  carnation  in 
his  lapel.  A popidar  story  that  epitomizes  the  idea 
concerns  the  missionary  who  was  captured  by  a 
tribe  of  cannibals,  and  tied  to  a stake  while  prepara- 
tions were  made  to  boil  him  in  the  communal  pot. 
The  dancing  and  the  singing  got  wilder  and  wilder, 
the  beating  of  the  drums  rose  to  a crescendo,  and 
the  excitement  mounted  to  fever  pitch.  Suddenly 
everything  stopped,  as  though  on  signal,  and  a 
crashing  silence  descended  on  the  camp.  All  eyes 
turned  to  the  hut  nearest  the  prisoner.  Suddenly 
the  curtain  parted,  and  a huge  man  stepped  out. 
He  was  smeared  from  head  to  toe  in  white  clay,  his 
face  was  stieaked  with  colors,  his  dress  was  of 
animal  skins,  his  head-gear  of  the  plumage  of  many 
birds,  and  in  his  hand  he  carried  a club  mounted 
with  a human  skull. 

As  he  stood  there,  outlined  against  the  dark  for- 
est, a tiny  voice  in  the  outer  circle  of  onlookers 
whispered: 

“That’s  my  son,  the  doctor!” 

Treatment  in  those  days,  too,  was  comparatively 
simple,  we  used  aspirin,  digitalis,  morphine,  and 
phenobarbital  in  the  bulk  of  our  prescriptions.  To 
lend  weight  to  the  value  of  these  concoctions  we 
invented  elaborate  formulas,  mixtures,  and  recipes, 
in  many  colors,  of  varied  consistencies,  of  forbid- 
ding palatability.  We  wrote  our  prescriptions  in 
Latin,  using  an  antiquated  system  of  measure, 
formulated  in  bizarre  manufacture. 

I can  still  remember  a multitude  of  therapies 
that  today  would  seem  barbaric:  the  feeding  of 
infants  by  rigid  schedules,  the  wholesale  tonsillec- 
tomy of  helpless  children,  the  spaying  of  meno- 
pausal women,  the  application  of  mustard  plasters 
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and  of  turpentine  stujjes  at  the  least  provocation, 
the  assiduous  jnirging  and  hosing  of  the  colon.  The 
doctor  was  expected  to  “do  something”;  he  proved 
Ins  worth  Ity  devising  complicated,  unpleasant  treat- 
ment. 1 he  jjatient  was  always  reassured  when  his 
doctor  resorted  to  tlie  laying  on  of  hands.  In  tliis 
regard,  my  favorite  story  concerns  the  theater  man- 
ager who  stepped  out  during  the  first  intermission, 
and  gravely  announced; 

“Ladies  and  Gentlemen,  yoitr  attention,  please.  I 
must  announce  that  tlie  leaditig  actor  has  just 
dropped  dead,  and  that  if  you  line  up  on  the  way 
out,  your  money  will  he  refunded.” 

woman  stood  up  in  the  balcony  and  cried  out: 
“(iive  him  an  enema!” 

The  manager  blinked  and  repeated  his  an- 
nouncement. 

“^'our  vouchers  ivill  be  honored  at  the  matinee  a 
week  from  today.” 

Again  the  woman  stood  up  and  shouted: 

“Give  him  an  enema!” 

1 he  man  turned  to  acknowledge  the  heckler. 
“Afadam,  I don’t  know  whether  you  heard  me, 
Imt  the  man  is  dead.  What  good  will  an  enema  do?” 
The  woman  cocked  her  head,  and  raised  her 
arms  to  her  sides. 

“I  don’t  know  what  good  it  will  do,”  she  re- 
sponded, “but  it  can’t  do  any  harm!” 

The  forces  that  are  molding  the  future  of  medi- 
cine began  to  take  shape  at  the  turn  of  the  century 
in  such  remote  disciplines  as  mathematics  and 
physics.  Bertrand  Russell  and  a coterie  of  philoso- 
phers proved  that  mathematics  is  a branch  of 
logic,  thus  making  possible  computerized  and 
automated  technology.  They  devised  a minimal 
language  that  reduced  all  scientific  thought  to  dis- 
crete symbols  expressing  propositions,  classes,  and 
relationships.  The  language  has  immense  force  and 
range  since  it  clarifies  the  basis  for  inference  of  one 
proposition  from  another;  it  became  the  language 
of  the  computer. 

The  transition  from  theory  to  practical  machine 
was  accomplished  by  Glaude  E.  Shannon  wdio,  while 
still  a student  at  M.I.T.,  wrote  a paper  on  the  trans- 
lation of  these  symbols  into  electrical  circuits.  He 
showed  that  these  circuits  coidd  be  analyzed  and 
sim[)lified  by  representation  as  statements  in  sym- 
bolic logic,  the  .so-called  Boolean  algebra.  Single 
ideas,  then,  (oidd  be  represented  by  single  symbols, 
and  aggregates  of  ideas  could  be  handled  by  elec- 
trical circuits  to  yield  meaningful  new'  ideas. 

In  1956,  W.  Ross  Ashby  pidilished  a short  paper 
on  the  design  of  an  intelligence-amplifier.  He  noted 
the  intellectual  powers  of  man  are  distinctly 
limited;  the  individual  with  an  1.0.  of  150  is  rare, 
and  the  person  with  an  I.Q.  of  200  simj)ly  does  not 
exist.  Vet  we  are  able  to  amplify  other  facidties;  a 


man  using  a shovel  to  move  coal  can  convert  his 
1 10  horsepower  in  into  1000  horsepower  in  a 
steam-engitie.  AVdiy,  then,  can  we  not  devise  a ma- 
chine to  amplify  intelligence  so  that  we  would  be 
able  to  expose  our  problems  to  an  I.Q.  of  1,000,000? 

Ashby’s  proposal  w'as  quite  simple.  Since  ideas 
may  be  represented  by  symbols,  w’e  set  our  machine 
to  work  turning  out  a host  of  random  ideas  much 
in  the  fashion  of  a child  doodling  on  paper.  From 
this  multitude  of  itleas  w’e  select  a group  which  are 
rele\ant  to  our  problem,  and  disctml  those  which 
have  no  bearing.  Much  like  the  gardener  who 
strains  his  dirt  by  throwing  it  against  a sieve,  we 
refine  the  possible  alternatives  until  we  come 
closer  and  closer  to  the  required  solution. 

'Fhe  principle  that  Ashby’s  machine  illustrates 
has  been  wdth  us  for  thousands  of  years.  Whenever 
man  invents  a device  to  help  him  with  his  work,  he 
raises  hinrself  to  another  level  of  existence.  When 
he  w'ent  Irom  stone  tablets  to  the  printed  page,  he 
coidd  stop  scrounging  for  food,  and  could  sit 
around  and  think.  Much  as . we  hate  to  admit  it, 
thought  requires  leisure  and  leisure  requires  ma- 
terial abundance.  More  than  that,  we  have  to  ad- 
mit that  philosophy  is  attendant  on  technology, 
and  not  the  other  way  around. 

Medicine  is  entering  the  Age  of  Automation,  and 
this  encounter  forces  us  to  take  another,  sober,  look 
at  the  way  we  think.  A great  deal  of  time  in  the  old 
days  W'as  consumed  with  doing  menial  tasks.  Not 
too  long  ago,  we  did  urinary  sugars  by  boiling 
Benedict’s  solution  with  a few  drops  of  urine,  ami 
w'aiting  for  the  yellow  color  to  appear;  we  went 
through  similar  complicated  procedures  for  pro- 
tein and  for  other  constituents  of  the  urine.  Fhe 
process  of  urinalysis  has  been  simplified;  w'e  merely 
dip  a treated  slip  of  paper  in  the  urine,  and  read 
the  results  against  a scale.  The  range  of  tests  we 
can  ask  for,  and  the  information  we  can  so  gather 
is  tremendous;  like  Ashby’s  intelligence-amplifier, 
we  have  at  our  disposal  a great  deal  of  information, 
some  of  it  negative  information,  from  w'hicli  we 
can  sift  those  results  we  deem  pertinent.  I'he  pro- 
ce.ss  of  making  a diagnosis  is  no  longer  ba.sed  on 
the  ‘educated  guess’,  on  shrew'd  inference,  but  is 
generated  by  the  observation  of  information  ground 
out  by  machines  that  do  not  suffer  from  fatigue. 
AV'hile  I am  in  an  ‘admitting’  mood,  I might  as 
well  admit  that  w'e  are  practicing  better  medicine. 
Scientific  method  has  invaded  medicine,  and  is  suc- 
ceeding in  driving  out  the  remnants  of  mysticism 
that  have  remained  with  us  since  the  days  of  witch- 
craft. 

I envy  the  young  doctor  who  is  enbarking  on 
his  new  career  after  completing  his  hospital  train- 
ing; he  faces  a most  exciting  and  challenging  fu- 
ture. I predict  that  he  will  be  a more  harried  per- 
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son  than  we  were,  for  the  demands  on  him  will  be 
much  greater,  and  he  will  have  to  display  the  versa- 
tility of  da  Vinci,  and  the  dedication  of  Paracelsus. 
He  will  have  to  know  a good  deal  about  sociology, 
about  politics,  and  about  the  behavioral  sciences. 
He  will  have  to  be  a strategist  with  an  array  of 
powerful  tools  at  his  command. 

I predict  that  the  ten  years  just  past,  and  the 
ten  years  to  come  will  mark  a true  revolution  in 
the  philosophy  of  medicine.  The  advances  we  shall 
make  shall  equal  in  scope  all  the  advances  made 
in  the  past  two  thousand  years  of  ministering  to 
the  ills  of  mankind. 

Some  ten  years  ago,  I audited  some  courses  in 
mathematics  and  in  the  philosophy  of  science.  In  a 
naive  way,  I tried  to  apply  what  I had  learned  to 
some  of  the  problems  I encountered  in  practice. 
Uppermost  in  my  mind  is  a woman  who  was  re- 
ferred to  me  by  a psychiatrist  for  management  of 
her  drug  consumption.  The  woman  was  a brambled 
heap  of  emotional  problems  mixed  with  drug  ad- 
diction, and  with  plain,  garden-variety  alcoholism. 


After  months  of  counselling  she  began  to  show 
some  improvement.  One  day,  as  she  left  my  con- 
sidtation  room,  her  husband  confronted  me  and 
pumped  my  hand. 

“Thank  you.  Dr.  Solway,”  he  exclaimed,  “for  the 
help  you  gave  my  wife.  I’m  so  glad  we  stopped 
going  to  doctors,  and  came  to  you.” 

“But  I am  a doctor,”  I protested. 

“Oh,  no!”  he  replied,  “you  are  a mathematician!” 
I wish  I were  worthy  of  the  compliment. 

I am  certain  that  the  new  doctor  will  be  humble. 
His  humility  will  spring  from  the  intuition  that 
nothing  really  replaces  experience  when  dealing 
with  the  human  animal.  All  the  fine  machines,  all 
the  exhaustive  tests  are  of  little  value  unless  the 
doctor  remains  a creative,  reasoning,  director  of 
operations;  otherwise,  we  are  left  with  a lot  of 
shiny  equipment  operated  by  an  ‘educated  dope’. 
If  the  doctor  does,  however,  retain  those  qualities 
that  are  the  heritage  of  William  Osier,  and  of  John 
Hunter,  what  a doctor  he  will  be! 
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Background  Of  The  Litchfield  County  Medical 
Association  Of  1767 


Gert  M.  K.  Wallach,  M.D. 

■ Kvcry  Amciicaii  who  is  interested  in  health,  and 
iliat  means  everybody,  should  commemorate  that 
cold  winter  day  in  January  1767  when  thirty-one 
physicians— who  rode  their  horses  as  much  as  fifty 
miles  in  each  direction— assembled  at  the  okl  Court 
House  in  Litchfield  to  found  the  fatchfield  (ionniy 
Medical  Associationd 

it  was  the  beginning  of  one  of  the  most  forward 
looking  ami  persevering  efforts  to  lift  Medicine  out 
ol  its  dismal  inadequacy  and  to  start  that  glorious 
development  which  has  raised  American  healing 
arts  to  their  j)reeminent  position  of  today  and 
certtiiidy  has  not  yet  ended. 

Let  ns  not  forget:  in  1767  there  existed  in  this 
(ountiy  one  Afedical  School  oidy— that  of  the  Uni- 
versity of  Pennsylvania— and  this  sdrool  had  not 
yet  grailuated  anyone  who  had  finished  its  full 
course  of  instruction.  Medical  education  ranged  all 
the  way  Irom  no  education  at  all  to  varying  years 
of  apprenticeship.  Extremely  few  American  physi- 
cians had  studied  abroad  and  none  from  latch- 
fielcl  County.2 

Excej)t  in  New  York  City,^  there  was  no  licensing 
systetn.  Everyone  coidcl  call  himself  a physician  and 
hang  out  his  shingle. 

Ehere  was  no  protection  for  the  patient,  by  law 
or  otherwise,  ;incl  there  were  no  established  princi- 
ples cjf  Ethics,  or  anyone  who  could  enforce  them.'* 

Ehere  was  no  medical  journal;  the  first  one  in 
this  country  was  founded  twenty-nine  years  after 
the  beginning  of  the  Litchfield  County  Medical 
Association,  and  the  son  of  one  of  the  lounclers  of 
onr  .Society  was  one  of  the  three  editors  who  started 
this  venture  in  1796. ^ 

There  was  no  post-graduate  education.  Problems, 
worries,  observations,  findings  of  the  different  prac- 
titionens,  could  be  communicated  only  by  worcl-of- 
month,  as  medical  pamphlets  were  printed  very 
lately.  In  Connecticut  the  first  medical  book  was 
not  written  until  1811  (in  Cioshen,  Litchfield 
( iotinty).** 

Obviously,  a society  was  needed  which  could  ex- 
amine and  license  competent  Hedging  physicians; 
which  could  and  would  enforce  standards  of  Ethics 
among  physicians  and  between  doctors  and  suf- 
lering  jiatients;  which  could  provide  a meeting 
place  where  medical  men  could  exchange  their 

Address  given  at  the  liicentenninl  of  the  Litchfield  County 
Medical  Association  at  the  Hotchkiss  School,  Lakeville,  Con- 
necticut, on  June  20th,  1966. 


findings  and  opinions  and  where  their  knowledge 
would  be  enlarged.  And,  in  the  future  these  socie- 
ties would  be  instrumental  in  founding  medical 
schools  and  promoting  developments  we  know  to- 
day. 

P>ut  why  did  this  most  successlnl  and  enduring 
ellort  start  in  the  hills  of  Litchfield  (iounty,  Con- 
necticut.-' .After  all,  this  is  not  a region  which 
through  the  Atlantic  Ocean  is  directly  connected 
with  the  ancient  seats  of  learning  in  Europe;  this 
is  not  a section  which  contains  large  and  navigable 
rivers  which  tie  it  easily  to  the  cultural  centers  of 
the  East.  .As  a matter  of  fact,  Litchfield  County  was 
the  last  Connecticut  county  which  was  settled,’^  and 
in  1767,  when  those  thirty-one  physicians  first  met, 
it  had  not  been  settled  completely.  The  northern 
regions  of  the  county— around  Norfolk,  Colebrook, 
Winsted,  Tfartland,  Barkhamstead®— were  just  cut 
out  ol  the  primeval  forest.  It  was  a typical  frontier 
section  like  the  American  West  of  the  nineteenth 
century,  d'hough  not  yet  fnlly  developed,  many  of 
the  comity’s  inhabitants,  in  typical  frontier  fashion, 
ihonght  the  region  already  overcrowded  and  left 
again— mainly  for  Vermont  which  had  just  been 
opened  up;  and  Litchfield  Comity  gave  to  the 
Creen  Mountain  State  practically  its  whole  early 
leadership  (for  instance:  Ethan  and  Ira  Allen; 
I homas  Chittenden,  the  first  governor:  Seth 

Whirner  from  Roxbury,  and  Remember  Baker  from 
the  same  town).'-’  It  is  obvious  that  the  foundation 
of  the  first  County  Medical  .Association  in  l.itch- 
field  County,  in  this  then  backwoods  region,  is  a 
kind  of  miracle. 

It  is  more  understandable  why  the  Association 
was  founded  at  that  partiiular  time.  1767  was  in 
the  period  between  the  eiul  of  the  French  and  In- 
dian AVar  and  the  beginning  of  the  Revolutionary 
War.  Many  of  the  founders  of  the  .Association  had 
been  prominent  physicians  of  the  Connecticut  regi- 
ments that  served  in  the  war  which  ended  the  rule 
of  France  in  Canada  and  with  it  the  constant  threat 
to  New  England.*'*  Timothy  Collins  of  Litchfield 
had  been  the  first  minister  of  the  Litchfield  Church 
for  thirty  years  and  was  at  the  same  time  the  first 
physician  of  this  community,  an  occurrence  not 
unnsual  in  New  England  before  1750.  In  1751  he 
had  been  the  founder  of  the  Litchfield  County 
Ministerial  Consociation  and  resigned  from  his 
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clerical  position  shortly  thereafter.  He  remained, 
however,  in  Litchfield  as  a physician  until  he  died 
in  1776.^^  During  the  French  and  Indian  War  he 
was  the  commanding  surgeon  of  the  first  Connecti- 
cut regiment  in  1755-56,  and  later  he  was  in  charge 
of  the  hospital  of  the  second  Connecticut  regiment 
in  1762.^°  YV^hen  in  1756  he  resigned  because  of 
illness  he  suggested  that  Dr.  Elisha  Lord,  his  as- 
sistant who  later  settled  in  Norwich,  should  fill  his 
place.  This  Dr.  Lord  was  instrumental  in  drawing 
up  the  petition  of  the  eleven  Norwich  physicians  of 
1763.  More  interesting  to  Litchfield  County  is  the 
fact  that  Timothy  Collins  wrote  to  the  General 
Assembly  that  at  that  time  Dr.  Lord  performed  his 
duty  “with  the  Assistance  of  his  apprentice  William 
Abernathee  who  went  into  the  army  in  the  Ca- 
pacity of  a private  Sentinel. This  Dr.  William 
Abernathee  of  Harwinton  is  another  of  the  founders 
of  the  Litchfield  County  Medical  Association.  Later 
on  he  had  the  reputation  of  having  so  many  ap- 
prentices that  some  thought  that  he  ran  a medi- 
cal school.  Early  physicians  of  the  Cleveland,  Ohio 
region  and  of  upper  New  Y'ork  were  his  students.i^ 

During  the  French  and  Indian  War  New  Eng- 
land physicians  came  in  contact  with  British  physi- 
cians and  somewhat  with  French  ones.  In  Park- 
man’s  “Montcalm  and  Wolfe’’  it  can  be  read  that 
the  colonial  physician  was  quite  backward  and  did 
not  believe  in  sanitation,^^  which  practice  had  been 
introduced  into  the  British  Army  in  1752  through 
the  efforts  of  Sir  John  Pringle.^®  This  must  have 
had  its  effect  on  Dr.  Timothy  Collins,  on  Dr.  Wil- 
liam Abernathee  and  their  colleagues. 

Still,  there  were  other  frontier  counties  who  sent 
their  physicians  to  serve  in  the  French  and  Indian 
Wars  and  these  other  counties  did  not  found  medi- 
cal associations.  There  must  have  been  another  fac- 
tor to  explain  the  miracle  of  the  founding  of  the 
Litchfield  County  Medical  Association.  It  seems 
that  this  factor  was  the  caliber  of  the  men  who 
started  the  venture  on  that  cold  winter  night  in 
January  1767.  These  men  were  not  only  physicians, 
they  were  at  the  same  time  busy  in  other  pro- 
fessions and  occupations.  Beside  ministers  and  farm- 
ers they  were  also  lawyers  (including  the  Chief  jus- 
tice of  the  County  for  17  years), industrialists, 
high  officers  of  the  militia,  enterprising  merchants, 
members  of  the  Legislature.  In  short,  these  physi- 
cians were  public  minded,  they  were  the  best  the 
county  could  offer. 

Their  offspring  proved  that  they  were  outstand- 
ing. One  became  a poet  and  the  first  compiler  of  the 
first  Anthology  of  American  verse. Another  was 
the  chairman  of  the  Foreign  Relations  Committee 
of  the  House  of  Representatives  in  YV'^ashington 
just  before  the  War  of  1812.  He  enlisted  as  a private 
in  the  army  when  his  politics  helped  to  unleash  the 


outbreak  of  this  war.^®  Another  founder  was  the 
father-in-law  and  teacher  of  the  first  Doctor  Welch 
of  Norfolk,  whose  grandson  was  Dr.  William 
YVTlch,  one  of  the  Great  Three  of  Johns  Hopkins 
University  and  the  man  who  introduced  laboratory 
methods  into  American  medicine. 

These  men  acted  on  their  own  initiative;  they 
acted  against  a hostile  Legislature  and  popula- 
tion. Today  it  is  widely  believed  that  physicians 
have  to  be  coerced  by  government  to  do  the  best  for 
the  good  of  mankind.  The  struggle  of  the  men  of 
1767  proves  that  this  is  not  true.  These  physicians 
took  the  leadership  where  it  was  necessary,  and 
persuaded  the  public  after  a long  and  hard  strug- 
gle which  steps  had  to  be  taken  and  what  was  best 
for  their  health. 

The  spirit  of  1767,  like  the  spirit  of  1776,  proves 
that  men  wall  eventually  do  the  best  for  the  com- 
mon good  if  left  to  their  own  designs. 
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Recurrent  Paroxysmal  Atrial  Fibrillation 

(Twice  Converted  To  Sinus  Rhythm  By  Electrical  Countershock) 


Daniel  Kahn,  M.D. 

■ Electrical  conversion  ol  resistant  cardiac  arrhy- 
tlnnias  Ijy  current  applied  externally  to  the  chest 
wall  has  proved  to  be  sale  and  efiective.  I'he  object 
is  to  exiingnish  the  ectopic  locus  by  depolarizing 
tlie  entire  heart,  and  abolishing  the  re-entry  path- 
way which  the  ectopic  Iront  wave  ot  depolarization 
traversesb  The  sinus  node  then  resumes  its  lunc- 
lion  as  the  pacemaker. 

Prior  to  this  electrical  method,  reversion  was  ac- 
complished solely  with  drugs.  Disadvantages  in- 
clude delay  ol  action,  jjotentially  dangerous  side 
ellccts  such  as  cpiinidine  and  procaine  amide  de- 
creasing peripheral  resistance,  cardiac  excitability 
and  contractility  and  prolonging  intraventricular 
and  atrioventricular  conduction.  Occasional  serious 
toxic  reactions  ol  digitalis  are  well  known.  Further- 
more, an  ectopic  arrhythmia  may  be  relractory  to 
drugs.  A method  which  was  more  predictable, 
(pucker,  and  safer  without  depression  of  pace- 
makers was  sought. 

beck-  performed  the  first  successful  defibrillation 
ot  the  human  heart  in  1947,  by  applying  an  alter- 
nating current  (AC)  directly  to  the  heart  surface. 
Zoll  et  aP  succeeded  in  terminating  ventricular 
fibrillation  with  closed-chest  AC  discharge.  Zoll  and 
I.inenlhal  and  others*’^  in  1962  included  atrial 
tadiycardias  in  their  yVC  shock  treatment  program. 
Zoll  emphasized,  however,  that  the  hazarcls  of  this 
method  included  possible  induced  ventricular  fibril- 
lation or  standstill.  LowiP  pointed  out  that  another 
hazard  was  induction  of  myocardial  infarction  in 
atiimals. 

King'^  in  1931  had  first  shown  that  the  vulner- 
able period  for  the  ventricle  is  during  late  systole, 
coinciding  with  the  T w'ave  of  the  electrocardio- 
gram. This  led  Lown  et  aP  to  employ  and  introduce 
tlie  lechnicpie  of  synchronized  direct  current  (DC) 
countershock.  This  permits  discharge  to  be  trig- 
gered by  the  R wave  of  the  electrocardiogram,  fall- 
ing outside  the  'F  wave  (20  milliseconds  after  the 
R peak)  and  thereby  avoiding  induction  of  ven- 
tricuhir  fibrillation.  This  method  has  now  been 
widely  ticcepted  as  the  treatment  of  choice  in  life- 
threatening  atriaD  as  well  as  ventricular  arrhy- 
thmitis,  particularly  those  resistant  to  drugs. 

A cise  of  jiaroxysmal  atrial  fibrillation,  drug-  re- 
sistant, with  congestive  heart  failure,  twice  treated 
with  D(i  sliock  is  reported  as  the  first  patient  to 


receive  this  type  of  treatment  at  the  Meriden  Hos- 
pital. 

Report  Of  A Case 

J he  patient,  a (59-year-old  white  male,  was  admitted  to 
Meriden  Hospital  on  Nov  21,  19(55,  with  unremitting  cough 
of  two  weeks'  duration,  cnlminaling  in  dyspnea  and  rapid, 
irregular  palpitations  of  three  days’  duration.  He  had  been 
treated  for  hypertensive  cardiovast ular  disease  for  several 
years,  with  maintenance  digitoxin  0.2  mg  daily,  quinidine  0.2 
gm  till,  a thiazide  preparation  and  reserpine  0.25  mg  daily. 
.Approximately  one  year  previously  he  had  an  episode  of 
paro.xysmal  supraventricular  tachycardia  which  had  re- 
verted to  sinus  rhythm  with  quinidine. 

Physical  examination  on  admission:  Blood  pres.sure  140/110 
mm  Hg,  pulse  180  and  grossly  irrt'gular.  Patient  was  ap- 
jrrehensive  with  cyanosis  of  the  lips  and  distended  neck  veins. 
1 here  were  rales  at  both  lung  bases;  the  heart  was  en- 
larged with  left  border  of  cardiac  dullness  percussed  13  cm 
lateral  to  the  midsternal  line.  No  murmurs  were  heard. 
I here  was  no  paljiable  hepatosplenomegaly  or  peripheral 
edema. 

Glucose  was  84  mg/100  ml,  blood  urea  nitrogen  12  mg/100 
ml,  potassium  3.6  mEtj/liter,  .SGO-T  6,  LDH  transaminase 
90  U.  T3  test  was  34  per  cent,  PBl  3.8  gamma  per  cent. 
Hemoglobin  was  12.5  gm  per  cent,  W'BC  14,100.  Urinalysis 
was  normal. 

On  admission  chest  lilin  revealed  cardiac  enlargement  with 
pidmonary  edema  and  bilateral  pleural  effusion.  Subsequent 
(best  film  on  Nov  26,  1965,  showed  marked  improvement  with 
minimal  cardiac  enlargement  and  clearing  of  the  pulmonary 
edema  and  effirsions. 

Electrocardiograms:  1 he  initial  tracing  revealed  paroxysmal 
aiiial  librillation  with  ventricular  rate  of  190.  Occasional 
premature  ventricular  contractions  were  seen.  I'here  was 
i.schemic  ST  depression  but  no  changes  of  myocardial  in- 
farction. 

Hospital  Course:  Ereatment  was  instituted  with  tent  oxygen, 
sedation,  mercurial  diuretics,  morjihine,  low  sodium  diet, 
and  maintenance  doses  of  digitoxin  0.2  mg  daily  and  quini- 
dine 0.4  gm  every  four  hours  were  continued.  I.ater  that 
evening,  apical  rate  was  160  and  irregular;  diuresis  had  begun 
and  he  had  less  dyspnea  and  cough.  It  was  felt  that  this  was 
not  a digitalis-induced  arrhythmia  since  (1)  he  had  had  it, 
or  similar  arrhythmia,  at  least  once  in  the  past,  (2)  during 
reient  ollice  visits  his  pul.se  rate  had  ranged  from  88  to  96, 
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and  (3)  he  had  admitted  skipping  digitoxin  once  or  twice 
weekly. 

Iherefoie.  it  was  decided  to  continue  the  quinidine  0.4 
gm  every  six  hours  and  digitoxin  0,2  mg  daily.  It  was  planned 
that,  if  the  arrhythmia  persisted,  digitalis  woidd  he  omitted 
for  24  to  48  hours  in  anticipation  of  the  possible  need  for 
electrical  conversion. 

On  the  second  day,  the  apical  ventricular  rate  was  160. 
Basilar  rales  persisted  despite  improvement  in  dyspnea  and 
cough.  Quinidine  was  continued  in  this  above  dose,  and 
after  anesthesia  with  intravenous  pentothal,  DC  cardiover- 
sion was  performed  (Fig  I)  at  12:26  PM  with  discharge  of  100 
watt  seconds.  .After  a few  initial  nodal  beats,  normal  sinus 
rhythm  appeared.  The  electrocardiogram  just  prior  to  the 
shock  had  revealed  short  runs  of  ventricidar  tahycardia  alter- 
nating with  atrial  hbrillation.  A brief  period  of  relative  hypo- 
tension (blood  pressure  90/70  mm  Hg)  was  terminated  with 
intravenous  metaraminol.  That  evening,  the  cardiac  rate  re- 


mained at  76  and  regtdar,  and  quinidine  was  reinstiluted  on 
Nov  23,  1965,  On  the  next  morning,  however,  the  ventricu- 
lar rate  was  again  160  and  irregular,  with  atrial  liljrillation 
revealed  on  the  electrocardiogram,  A trial  of  intravenous 
cedilanid  0.4  mg  with  constant  electrocardiographic  moni- 
toring showed  no  signiheant  change  in  pulse  rate.  It  was 
considered  best  to  withhold  further  digitalis  in  view  of  lliis 
lack  of  response.  Quinidine  was  again  started  in  dose  of 
0.2  gm  every  six  hours  and  on  Nov  24,  1965,  electrical  DC 
cardioversion  was  performed  (Fig  II)  with  75  watt-second 
dosage.  There  was  prompt  reversion  to  normal  sinus  rhythm 
with  rate  of  76,  from  preshock  ventricular  response  rate  of 
180.  No  fall  in  blood  pressure  was  encountered.  Mainten- 
ance dose  of  quinidine  0.3  gm  every  six  hours  was  begun. 
Ninety  minutes  later,  the  apical  rate  was  180.  Quinidine  was 
continued  in  larger  dose,  0.4  gm  every  six  hours,  and  rhythm 
reverted  to  normal  sinus,  rate  80,  within  three  hours  without 
further  electrical  countershock.  This  dose  of  quinidine  pro- 
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Figure  I 

Electrocardiogram  on  Nov.  22,  1965,  illustrating  rev'ersion  from  paroxysmal  atiial  fibiillation 
with  premature  ventricular  ectopic  beats,  to  normal  sinus  rhythm.  Note  nodal  premature 
and  escape  beats  prior  to  resumption  of  sinus  rhythm  immediately  after  electrical  shock. 
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(Iiued  slightly  jMolongcd  O f interval  but  no  ORS  interval 
widening.  No  diarrhea,  liinntus  or  nairsea  was  noted,  hroin 
that  date  to  diseharge  on  Dec  a.  19(i.a,  blood  pressure  and 
pulse  remained  at  stable  levels  of  130/80  mm  Hg  and  80. 
Oral  redigitali/ation  was  started  on  Nov  29,  I9(i5.  ,\t  the 
time  of  discharge,  he  was  mainttiined  on  digitoxin  0.2  mg 
daily  and  quinidine  0.1  gm  every  six  hotirs,  as  well  as  re- 
.serinne  0.2,a  mg  nightly  and  hntaharhital  15  mg  twice  daily. 
I'o  this  time,  approximately  .seven  months  later,  he  has  had 
Tin  alteration  from  normal  .sinus  ihythm  and  no  signs  of 
epiinidine  toxicity  or  of  (ongestive  heart  failure. 

Comment 

Iiulicatious  lor  elective  rever.sioii  tjl  afiitil  arrhy- 
tlimiii.s  depend  on  the  given  clinital  sittiation  ;tnd 


the  particular  arrhylhniia.  Sujjraventricitlar  and 
nothtl  t;ichycardi;i  can  n.sn;dly  be  controlled  by 
vagiil  manettvers  or  drttgs.  In  conlnist,  atrial  llutter 
I'recptently  recjtiires  huge,  olten  toxic  doses  of  digi- 
talis lo  slow  the  ventricttlar  rate,  bitt  can  easily  be 
converted  to  sintts  rhythm  by  electrical  counter- 
shock. 

Elective  cardicjversion  h;is  been  most  commonly 
ttsed  in  the  treatment  of  atrial  fibrillation.  Lmvn'' 
reports  90  per  cent  incidence  of  immediate  rever- 
sion lo  normal  sinus  rhythm.  However,  a 50  per 
cent  lailnre  rate  in  maintenance’"  has  stimulated  a 
caielnl  determination  ol  the  indications  lor  counter- 
shock in  this  arrhythmia.  In  the  group  with  hyper- 
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Electrocanliogran,  on  Nov.  24,  I9(i5,  ilh.sliating  clcclrical  cardioversion  from  paroxy.smal 
atrial  fihnllation  to  normal  sinns  rhythm.  Note  the  manv  [nematnre  snpraventricniar  ectopic 
heats  and  one  venlricnlar  ectojiic  beat  after  electrical  shock. 
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tensive  or  arteriosclerotic  heart  disease  as  the  eti- 
ology, reasonable  cardiac  compensation  can  usually 
be  maintained  by  use  of  digitalis  and  diuretics 
without  return  to  sinus  rhythm.  T his  group  does 
not  display  the  same  incidence  of  embolization  as 
is  seen  with  rheumatic  mitral  valvular  disease. 
Therefore,  unless  refractory  congestive  failure  is 
present,  electrical  reversion  is  not  employed  in  this 
group. 

The  present  case  would  seem  to  satisfy  all  the 
indications  generally  agreed  upon  in  selection  for 
electrical  reversion  of  atrial  hbrillation.  First,  this 
patient  had  already  been  on  a usually  adequate 
maintenance  close  of  digitalis.  As  outlined  in  the 
case  report,  it  was  not  thought  likely  that  the  atrial 
hbrillation  had  been  induced  by  this  drug,  but  the 
possibility  did  exist.  Morris  et  aF^  emphasize  that 
during  treatment  of  supraventricular  arrhythmia, 
when  difficulty  arises  in  determining  if  the  patient 
is  under-  or  overdigitalized,  cardioversion  can  be 
used,  and  the  error  of  further  intoxicating  an  al- 
ready overdigitalized  patient  can  be  avoided.  Sec- 
ondly, the  patient  was  in  congestive  failure  which 
was  refractory  to  the  usual  measures  of  diuresis, 
digitalis,  oxygen  administration,  sedation  and  salt 
restriction.  Hyperthyroidism  had  been  excluded  as 
an  etiology.  Ouinidine,  although  tolerated  without 
side  effects,  had  not  proven  effective  in  reverting 
this  episode.  Third,  the  ventricular  rate  did  not 
respond  to  digitalis,  and  since  the  rapid  rate  was 
contributing  to  cardiac  decompensation,  cardiover- 
sion appeared  indicated. 

Once  the  decision  had  been  made  to  employ 
electrical  countershock,  it  became  essential  to  stop 
the  digitalis,  for  it  has  become  apparent  that  digi- 
talis toxicity  may  be  a cause  of  some  of  the  serious 
ventricular  arrhythmias  occuring  after  electrical 
shock.i2.i3.i4  xhe  practice  of  discontinuing  all 
cardiac  glycosides  for  at  least  two  days  before  elec- 
tive reversion  has  been  advocated. 12  In  this  present 
case,  the  digitalis-free  period  was  shortened  because 
of  the  urgent  need  for  reversion. 

Quinidine  was  withheld  following  the  first  elec- 
trical reversion.  A relatively  large  ciosage  had  been 
received  pre-shock  in  an  effort  to  revert  the  arrhy- 
thmia. This  withholding  of  quinidine  may  have 
been  responsible  for  the  recurrence  of  atrial  hbril- 
lation on  the  next  day.  Jensen  et  aF^  state  that  pa- 
tients whose  arrhythmias  have  previously  reverted 
to  normal  sinus  rhythm  with  either  drug  or  elec- 
trical therapy,  and  have  then  relapsed  to  atrial  h- 
brillation  despite  adequate  maintenance  drugs  are 
very  unlikely  to  maintain  normal  sinus  rhythm  if 
again  reverted.  Because  it  was  realized  that  there 
may  have  been  inadequate  quinidine  maintenance, 
it  was  decided  to  electrically  countershock  again, 
after  a course  of  short-acting  digitalis  intravenously 


had  afforded  no  slowing  of  ventricular  rate. 

How  many  times  can  one  electrically  counter- 
shock one  patient?  Zoll  et  aF^  showed  that  repeated 
countershocks  were  generally  tolerated  well,  and 
reported  one  patient  who  had  received  more  than 
300  countershocks  over  a two-month  period  with- 
out ill  effects.  Thus,  in  the  present  case,  the  DC 
countershock  woidd  have  been  used  again  if  it 
proved  necessary. 

A word  about  anticoagulants  seems  in  onler. 
Duchelle^^  points  out  that  there  is  an  added  risk  of 
embolization  at  the  time  of  conversion  in  a patient 
who  has  recently  been  in  congestive  heart  failure 
or  hbrillating  with  rapid  ventricular  response. 
Goldman, however,  in  an  extensive  review  in 
1960  concluded  that  the  chance  of  embolism  within 
48  hours  after  treatment  was  only  in  the  order  of 
1.5  per  cent  (as  opposed  to  30  per  cent  risk  in  un- 
treated cases  of  atrial  hbrillation).  PrinzmetaF^ 
stated  that  although  the  incidence  of  embolism  is 
not  as  great  in  this  arrhythmia  as  was  formerly  be- 
lieved, embolism  does  occur  frecjuently  when  the 
cardiac  rhythm  becomes  normal  after  prolonged 
hbrillation.  There  is  no  clear-cut  unanimity  of 
opinion  regarding  which  patient  should  receive 
anticoagulants,  except  in  the  patient  who  has  pre- 
viously had  a thrombo-embolic  episode.  The  pres- 
ent patient  did  not  receive  anticoagulants  because 
of  the  absence  of  previous  thromboembolic  occur- 
rences, the  short  duration  of  the  arrhythmia,  and 
the  urgency  of  the  situation,  which  did  not  allow 
time  to  effect  a therapeutic  level  with  the  coumarin 
class  of  drug. 

The  actual  techniqtie  of  cardioversion  has  been 
exteirsively  reviewed.20  It  has  proven  to  be  safe, 
rapid  and  well  tolerated.  The  period  of  general 
anesthesia  need  not  be  prolonged;  the  objective  is 
to  induce  transient  amnesia  rather  than  complete 
unconsciousness.  Recently,  Stock2i  described  the 
use  of  this  method  without  anesthesia,  although  the 
possible  need  for  repeated  shocks  might  alone  jus- 
tify use  of  anesthesia,  since  the  shock  may  be  con- 
sidered a frightening  experience  by  the  patient.22 

Summary 

A case  of  paroxysmal  atrial  hbrillation  with  rapid 
ventricular  response  refractory  to  drugs,  and  in 
congestive  failure,  was  treated  with  electrical  coun- 
tershock twice  within  two  days.  The  feasibility  of 
this  form  of  treatment  at  the  community  hospital 
level  is  illustrated  by  its  relative  ease  and  safety. 

The  indications  for  this  procedure,  and  con- 
comitant drug  treatment  have  been  reviewed. 
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I'lie  jrretise  and  inielligent  recognition  and  ajzjjieciation  ol  niitior  difier- 
cnces  i.s  the  real  es.sential  lactor  in  all  .snccessiiil  medical  diagnosis— Eyes  and 
ears  which  can  see  and  hetir,  memory  lo  recortl  at  once,  and  recall  at  jjleasnre 
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Adverse  Emotional  Reactions  To  Disfigurative  Surgery: 

Detection  And  Management 

Patrick  B.  Friel,  M.  D.,  Glen  C.  Nicolay,  Ph.D.  and  Ludwig  M.  Frank,  M.D. 


■ This  paper  will  consider  the  various  psychologi- 
cal reactions  a patient  may  experience  when  faced 
with  disfigurative  surgery  and  will  suggest  steps 
which  the  surgeon  might  follow  in  recognizing  and 
forestalling  severe  psychic  disruptions.  Psycho- 
pathological  sequelae  to  surgery  such  as  postopera- 
tive psychoses  resulting  from  reactions  to  drugs  and 
toxic  substances  have  long  been  recognized  and  at- 
tempts have  been  made  to  anticipate  and  exj)lain 
them.i  However,  this  study  will  deal  with  emotional 
complications  associated  with  dishgurative  surgery, 
focusing  on  breast  surgery  in  particular. 

Because  the  physician  is  so  often  engrossed  with 
the  technical  aspects  of  his  surgical  procedures,  he 
may  unwittingly  become  insensitive  to  the  anxiety 
and  apprehension  aroused  in  the  patient  scheduled 
for  surgery.  Fears  and  uncertainties  in  varying  de- 
grees can  be  expected  almost  universally  in  surgical 
candidates;  however,  there  will  be  some  individuals 
with  unusual  personality  makeup,  developmental 
exj)eriences,  or  emotional  backgrounds  who  will 
manifest  distorted  reactions  when  threatened  by 
surgery.  Such  intense  psychological  responses  are 
determined  both  by  the  severity  of  the  surgical  pro- 
cedure and  the  body  parts  involved,  as  well  as  the 
particular  emotional  significance  of  the  operation 
to  the  patient. 

In  the  course  of  growing  up,  each  individual 
gradually  becomes  aware  of  himself  as  a separate 
and  distinct  person.  This  concept  of  oneself,  also 
known  as  one’s  body  image,  was  developed  by 
Schilder-  who  sought  to  demonstrate  that  one 
eventually  becomes  aware  of  a self-image  which  is 
a composite  of  one’s  physical  experiences  and  emo- 
tional needs.  This  determines  not  only  how  one 
sees  oneself,  but  how,  in  turn,  one  sees  other  people 
and  the  world  around  him. 

The  term  self-concept  refers  to  the  way  the  per- 
son regards  himself;  it  is  an  amalgam  of  his  ideas, 
attitudes,  feelings,  images,  etc.,  about  himself.  It 
is  of  the  utmost  importance  to  note  that  this  self- 
concept  is  subjectively  structured  by  the  individual 
and,  thus,  is  not  constrained  by  the  laws  of  logic  or 
objective  reality.  Cameron  ^ noted  that  the  image 
each  person  has  of  his  own  body  is  not  normally  a 
“true”  or  objective  representation  of  his  body.  For 
example,  it  is  not  uncommon  for  a pretty  woman  to 


consider  herself  ugly  . . . for  a small  man  to  con- 
sider himself  larger  than  he  actually  is.  In  the  same 
way,  we  often  see  a man  eminently  successful,  overt- 
ly envied  and  imitated  by  his  colleagues,  clearly 
superior  in  background  and  achievement  whose 
concept  of  self  is  grossly  at  odds  with  all  this.  He 
may  think  of  himself  as  inept,  failing  and  inade- 
ipiate  to  the  demands  levied  upon  him,  thus  ac- 
quiring his  success  and  affluence  simply  by  luck  or 
chance. 

Such  contradictions  between  objective  truth  and 
individual  self-concept  are  developed  by  the  inter- 
action of  intellectual  effort,  the  unique  interpreta- 
tion of  personal  experiences,  and  the  personal  eval- 
uation of  cidtural  and  sociological  forces. 

Consider  the  varied  reactions  which  occur  when 
the  body  image  is  disfigured,  damaged  or  mutilated. 
For  example,  what  personal  meanings  might  a scar 
have  for  certain  individuals?  What  interpretations 
might  be  attached  to  it?  Who  will  react  to  it  ra- 
tionally and  who  irrationally?  Everyone,  of  course, 
will  react  emotionally.  Let  us  cite  a few  examjrles 
to  demonstrate  the  meanings  a scar  has  for  diverse 
personalities.  A slash  on  the  cheek  acquired  by  a 
German  Junker  in  a duel  with  sabers  is  displayed 
with  pride  since  it  connotes  daring  and  courage. 
Fhe  same  mark  to  a young  lady  could  be  catastro- 
phic, so  hated  as  to  cause  her  withdrawal  from  so- 
ciety. Similarly,  the  loss  of  a finger  to  a laborer 
would  engender  a set  of  emotions  completely  dif- 
ferent from  those  felt  by  a concert  pianist  suffer- 
ing from  the  same  loss. 

There  are  other  instances  in  which  the  reaction 
to  physical  disfiguration  is  highly  individualized 
and  devoid  of  the  more  or  less  rational  bases  of  the 
foregoing  examples.  FenicheL  recognized  how  anx- 
iety and  self-interest  can  become  so  acutely  focused 
in  an  illness  that  emotional  withdrawal  and  irra- 
itonal  reactions  occur.  Such  inward  concentration  is 
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inanifesled  by  highly  cgoceiUiic  aiul  narcissislic  be- 
havior. 

Be  ihe  leeling  lalional  or  iiralional,  how  does  a 
woman  react  to  the  surgical  removal  ol  her  bieast? 
What  are  the  implications  bound  up  in  her  re- 
sponses? What  complex  mental  lac  tors  are  involved? 

Consider  lirst  the  breast  as  a vital  part  ol  her 
sell-image  in  her  role  as  a maiden,  mother  and 
woman.  Fashion  has  so  stressed  the  impcntance  cd 
the  well-developed  figure,  particularly  the  chest, 
that  every  means  to  show  it  has  been  exploited— 
pinup  pictures,  decollete  necklines,  adulation  ol 
Hollywood  sex  symbols,  etc.  It  would  seem  that  our 
cidture  has  made  such  a letish  ol  the  leniale  bosom, 
so  ecpiated  it  with  lemininity,  that  a woman  would 
be  “imlemale,”  only  “hall-woman,”  il  anything 
were  to  destroy  or  harm  this  area  ol  her  body  image. 
Psychic  distress  must  be  expected  when  she  is  laced 
with  the  loss  or  disfiguration  ol  this  body  part. 
Kolb,  F'lank,  and  WbitsoiW  described  the  Irighten- 
ing  thoughts  and  cpiestions  which  beset  patients 
who  lace  the  loss  ol  a vital  part  ol  their  body  image 
through  ampulalion.  Such  anxieties  are  very  pre- 
valent in  the  case  ol  breast  surgery.  F'eelings  and 
lears  experienced  at  the  earliest  developmental 
levels  recur  and  ihe  patient  is  overwhelmed  by 
cpiestions  so  Irightening  that  she  dares  not  admit 
them  even  to  hensell,  to  say  nothing  ol  discussing 
I hem  with  the  surgeon.  What  will  happen  to  this 
part  ol  HER  when  it  has  been  removed?  How  will 
it  be  treated?  Will  the  operating  team  revile  it  by 
making  crude  jokes  about  it?  Once  removed,  will 
it  be  carelessly  tossed  into  a garbage  can?  How  is  it 
finally  disposed  ol?  Wdiat  will  she  be  like  ])ost- 
surgically?  Will  her  loss  be  discernible  to  everyone 
she  meets?  Whll  the  world  .see  her  as  a hall-woman? 
Will  she  still  be  a sex  object  to  her  husband  or 
will  he  be  reptdsed  and  revolted  by  her  maimed 
body?  Other  morbid  wonderings  may  lorce  them- 
selves upon  the  woman  who  thus  finds  herself 
threatened  with  breast  surgery. 

The  writers  recently  had  occasion  to  work  psy- 
chotherapeutically  with  two  women  suflering  rela- 
tively acute  emotional  disturbances  precipitated  by 
radical  mastectomy.  Since  these  two  patients  typify 
many  ol  the  [loints  made  earlier  in  this  paper,  the 
ctises  are  inchtded  here  in  some  detail. 

A.  I...  a 39-yeai-ol(l  white  nianicd  female,  had  a right 
ladital  mastectomy  in  Dccemhcr,  19(il,  three  years  hefore 
coming  to  the  clinic.  tentatice  diagnosis  of  cancer  was 
made  hefore  surgery  and  the  patient  anticipiited  total  re- 
moval of  the  organ.  Shortly  after  surgery,  she  hegan  to  feel 
depressed  and  this  depression  deepened  ovci  a three-year  in- 
terval to  moderately  severe  clinical  depression  with  suicidal 
ruminations  and  imjtulses.  Feelings  of  jealousy  became  pro- 
nounced and.  ultimately,  irrogressed  to  the  point  of  overt, 


paranoid,  delusional  pieoccujtation.  She  accused  her  hits-  | 
hand  ol  making  advances  to  other  women.  1 hese  accusations  | 
caused  such  emhari assment  for  the  family  that  all  .social  | 
acticilies  had  to  he  atrtailed.  Flips  to  the  beach,  cocktail 
parlies,  and  I .V.  commercials  where  female  models  were  used 
became  the  focus  ol  hei  jealousies  and  resulted  in  violent 
tirades. 

In  lexiewing  her  dec eloinnenlal  background,  the  dynamic 
laclors  that  contrihuled  to  this  jtathological,  emotional  re- 
;ution  to  suigery  are  evident.  She  descrihed  her  mother  as 
;i  domineering,  demanding,  hypercritical,  bossy,  and  emo- 
tionally cold  woman.  Fhe  father  evas  pictured  as  a passive, 
weak  individual  who  suhmitted  without  a murmur  to  this 
domination  by  his  evife.  1 his  gross  transirosition  of  roles— the 
mother  acting  as  the  head  of  the  household,  the  father  as  the 
submissive  ])artncr— created  conllict  in  the  mind  of  this  pa- 
tient in  terms  of  what  a woman  s role  and.  ultimately,  her 
own  role  should  he.  She  realised  early  in  her  life  that  mother 
was  Ihe  significant  parent,  tlie  one  she  had  to  try  to  jrlea.se. 
Mother  de-enijrhasized  femininity  both  in  attitude  and  in  her 
actions.  Ihe  jratient  was  dressed  in  ‘'old-fashioned  straight 
dres.ses”  that  cveie  not  calculated  to  do  justice  to  her  cle- 
velojring  liguie.  Academic  success  was  the  onlv  evay  for  the 
jratient  to  gain  a measure  of  accejrtance  from  mother  and 
this  she  {rushed  to  the  ultimate.  Desjrite  an  1.0.  only  slightly 
better  than  average,  she  managed  to  gain  the  honor  roll  all 
through  grade  and  high  schools.  She  then  werrked  her  wav 
thicHigh  college,  eaiiiiiig  a B..\.  degree.  .After  college,  she 
held  a nundrer  of  imjrortant,  responsible,  execiitive-tyjrc 
.secretarial  positions  and  in  these  she  excelled.  Fler  need  to 
jrlease  and  excel  won  the  admiration  and  gratitude  of  her 
emjrloyers  who  had  mrw  come  to  rejrlace  her  mother  in  terms 
of  im|)ortance. 

She  married  at  2.3  hut  found  her.self  uncomfortahle  in  the 
Kile  ol  wife.  She  lelt  inaclecjuate  and  unsure  of  herself.  She 
was  jrlagiied  with  feelings  of  jealousy.  'Fhc.se  difficulties  cvere 
accentuated  when  the  hushand  paid  attention  to  another 
werman  at  a cocktail  jrarty,  two  years  after  their  marriage. 
Fhe  jtremature  delivery  of  a seven-month  stillborn,  one  year 
later,  taised  more  doubts.  She  gave  birth  to  one  child,  a 
gill,  hut  her  inability  to  conceive  again  and  satisfy  her  hiis- 
hand's  desire  for  more  children  threatened  still  further  the 
c<)nce|)i  of  her  adecjuacy  as  a wife,  a woman,  and  a mother. 

Ibis  |>aticnt’s  characteristic  ajJirroach  to  life  was  based 
on  the  jnemisc  that  accejnance  was  jMedicated  upon  jrer- 
formance.  .Vs  a child,  she  gained  a measure  of  recognition 
and  avoided  excessive  criticism  from  mother  through 
scholastic  achiecement.  Ibis  same  mechanism  .serred  her 
tidetjuaiely  in  her  jrosition  as  a secretary  where  jterformance 
was  rewarded  with  ajrjrroval.  Marriage  jrrescntecl  a challenge. 
Femininity  was  downgraded  and  de-emjrhasizecl  by  virtue  of 
childhood  exjrerience.  Fhe  ajjjjlication  of  her  basic  fornuila 
for  ajtjtroval  demanded  that  she  excel  as  a female  if  she 
were  to  succeed  as  a wife.  .She  felt  jroorly  ecjuiirjred  to  meet 
this  task,  Flei  doubts  weic  accentuated  by  her  husband's 
wandeiing  attentions  and  by  her  inability  to  jrrovicle  him 
with  all  Ihe  children  he  wanted.  It  becomes  clear  in  this 
context  whv  the  temoval  of  hei  breast  constituted  such  a 
threat  and  caused  this  lady  to  recompensate  into  a depres- 
sive, jtaianoid  jrsychosis. 


278 


CoNNEcrncuT  Mf.dicine,  April,  19G7 


M.  C.,  a 31 -year-old  white  female,  .sought  help  because  of 
depression  with  suicidal  impulses,  preoccupation  with  her 
physical  trell-heing,  cancer  phobia,  and  recurring  attacks  of 
severe  anxietv,  with  the  usual  physiological  concomitants  of 
tachycardia,  tathvpnoea,  hyperventilation,  liyperhidrosis,  and 
insomnia,  I hese  symptoms  began  10  months  earlier,  following 
a right  radical  mastectomy  for  cancer.  Prior  to  surgery,  the 
patient  did  not  think  that  the  lump  in  her  breast  was  can- 
cerous: she  preferred  to  deny  this  possibility,  a denial  which 
was  supported  by  the  conflicting  medical  opinions  she  had 
received,  .She  ultimately  agreed  to  have  a biopsy.  After  wak- 
ing from  the  anesthetic,  she  had  what  she  describes  as  an 
intuition,  hut  what  really  amounted  to  a realization  that 
the  whole  breast  had  been  removed.  She  felt  very  angry;  she 
felt  cheated.  In  her  words,  "I  had  two  and  they  stole  one.” 
She  refused  to  talk  to  her  surgeon  for  three  days  after 
surgery,  ^\■hen  he  came  into  the  room,  she  would  turn  her 
back  on  him,  would  have  nothing  to  do  with  him,  and  felt 
it  would  have  been  much  kinder  if  he  had  allowed  her  to 
die  with  cancer.  Both  of  this  patient’s  parents  were  alcoholic 
and  though  the  mother  was  the  dominant  partner  the 
patient  felt  closer  to  the  father  and  tended  to  identify  tvith 
him.  She  related  with  much  feeling  how  she  wotdd  go  to 
bars  and  taverns  and  drag  her  mother  home,  how  she  re- 
sented her  mother’s  amorous  advances  to  various  male  com- 
panions. The  patient  tvas  made  to  assume  more  than  her 
share  of  responsibility  in  the  home.  She  en\ied  her  brother 
because  of  the  freedom  he  enjoyed.  She  had  a poor  school 
record;  her  grades  were  in  the  D and  E range.  She  had 
trouble  with  her  teachers  and  truancy  and  delintpiency  also 
punctuated  her  school  record. 

■\t  home  she  felt  her  parents  hated  each  other.  She  felt 
unwanted  and  unaccepted  by  both.  In  high  school  she  felt 
left  out  and  her  pathological  behavior  was  a tvay  of  de- 
manding attention  at  a price.  .After  graduation  she  had  a 
neurotic  work  record  for  fne  years,  changing  from  job  to 
job.  She  then  entered  the  .Air  Force,  made  a marginal  ad- 
justment, and  received  an  honorable  discharge  ttvo  years 
later.  For  the  past  five  years  she  has  worked  in  a factory 
job,  apart  from  some  absenteeism,  has  had  no  other  major 
adjustment  problem. 

This  patient  grew  up  in  a cold,  rejecting  environment. 
Her  natural  desire  to  feel  ■wanted,  loved,  and  accepted  was 
never  satisfied.  As  a result,  she  yearned  to  have  that  legiti- 
mate desire  fulfilled.  She  contemplated  marriage  as  a method 
of  obtaining  her  goal.  In  fact,  three  times  she  broke  off 
relationships  with  men  when  these  had  progressed  to  the 
point  of  engagements  to  be  married.  This  behavior  tvas  both 
a reflection  of  her  desire  to  he  accepted  as  well  as  of  her 
fears  that  she  could  never  he  loved.  A marital  relationship 
would  demand  living  out  the  feminine  role,  a role  never 
attractive  to  her.  Her  mother’s  behavior  had  made  it  un- 
inviting. .-Actually,  she  felt  closer  to  her  father  and  tended 
to  imitate  him  since  his  lot  seemed  less  objectionable  than 
mother’s.  Her  envied  brother  “had  it  made  ” with  no  re- 
sponsibility. Thus,  men  were  envied,  but  they  offered  her 
some  hope  of  gaining  the  love  and  acceptance  she  so 
wanted  and  needed.  Nature  seemed  to  make  that  task  more 
difficult  for  this  patient  because  she  is  tall,  thin,  and  un- 
gainly. To  her,  removal  of  her  breast  was,  in  effect,  the 
removal  of  her  only  meager  hope  of  acceptance.  To  her. 


death  from  cancer  was  more  acceptable  than  the  actual 
rejection  she  now  felt  ivould  he  her  final  lot  in  life. 

It  is  dear  that  aii'y  woman  who  faces  the  threat 
of  mastectomy  has  major  adjustments  to  make. 
Each  such  woman  faces  the  risks  that  are  involved 
in  any  form  of  major  surgery.  For  many  in  whom 
malignancy  is  identified,  the  operation  connotes 
the  pronouncement  of  a death  sentence  despite  the 
frequently  favorable  prognosis.  For  all,  there  is  a 
major  alteration  of  the  self-image  and  the  myriad 
consequences  of  this.  Shoidd  the  surgeon,  therefore, 
expect  serious  psychiatric  aftereffects  in  all  such 
patients?  Experience  indicates  that  such  is  not  the 
case.  Many  women  undergo  this  operation,  experi- 
ence the  anxiety  inevitably  accompanying  it,  occa- 
sionally exhibit  some  short-lived  depression,  but 
then  move  on  to  resolve  the  anxiety  and  success- 
fully adapt  to  what  has  occurred.  This  might  be 
described  as  the  expected  or  “normal”  reaction. 
On  the  other  hand,  as  these  two  cases  indicate, 
some  women  are  overwhehnetl  by  the  surgery  and 
its  meaning  to  them,  and  find  it  impossible  to 
make  the  necessary  “normal”  adjustments.  Instead, 
they  feel  devastated  by  what  has  happened  to  them. 
They  have  lost  a previously  satisfactory  personal- 
ity integration  and  are  now  incapable  of  accepting 
themselves  as  they  are.  Thus  they  develop  a 
neurosis  or  a psychosis. 

It  is  the  authors’  opinion  that  the  surgeon  can 
predict  which  of  these  two  reactions— normal  or 
pathological— his  patient  will  exhibit  postoper- 
atively,  and  that  he  can  assist  the  patient  in  mak- 
ing the  necessary  adjustments  to  prevent  a signifi- 
cant j)athological  reaction.  The  following  sugges- 
tions are  offered  to  serve  this  dual  purpose.  Their 
aim  is  to  help  the  surgeon  to  relieve  much  of  the 
patient’s  anxiety  both  preoperatively  and  post- 
operatively  and  thereby  to  aid  her  in  dealing  more 
realistically  with  her  reactions.  They  will  also  pro- 
vide information  upon  which  to  predict  the  in- 
tensity of  the  anticipated  reaction.  Evidence  of 
deep-seated  jjroblems  thus  uncovered  may  suggest 
psychiatric  consultation. 

As  far  in  advance  of  the  operation  as  possible, 
the  surgeon  shoidd  jilan  a conference  with  the 
patient.  At  this  time,  he  should  offer  her  a brief 
hut  understandable  statement  of  the  procedure 
contemplated.  His  attitude  should  convey  to  the 
patient  his  own  feeling  of  hopefulness  and  profes- 
sional competence,  but,  at  the  same  time,  his  ex- 
planation must  be  realistic.  He  should  hope  for 
and  anticipate  a normal  emotional  reaction  with 
tears  or  expressions  of  fear,  and  he  should  allow 
the  patient  the  opportunity  to  express  these  feel- 
ings fidly.  Following  this,  and  worded  as  the  cir- 
cumstances and  the  particular  nature  of  the  patient 
dictate,  certain  questions  should  be  asked.  The 
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palicm’s  answers  and  reactions  to  these  cjtiestions 
shoidd  l)e  noted  Ijetause  they  will  reveal  both 
eonst  iotis  and  nneonse  ions  leac  lions  to  the  im- 
pending surgery. 

• \t  first  one  might  say  to  the  patient,  “1  wondei 
what  yoti  have  heard  about  women  who  have  had 
a breast  retnoved?”  d'his  cpiestion  provides  the 
patient  with  an  ojrportimity  to  voice  fears,  doid)ts 
and  misconceptions  that  she  wotdd  tiever  admit  as 
her  own  even  though  they  are  deeply  disturbing 
to  her.  The  patient’s  retnarks  will  lie  an  expression 
of  her  own  optimistic  or  pessimistic  otitlook.  It  is 
to  he  expected,  then,  that  the  sectire  and  self- 
cotifident  woman  will  answer  somewhat  as  follows: 
“Yes,  I’ve  known  women  who  have  lost  a breast 
and  they  seemed  to  matiage  all  right.  It  didn’t  seem 
to  make  any  great  change  in  their  lives.  As  far  as 
1 cotdd  see,  at  least,  they  seemed  to  be  the  same  as 
before.”  Contrast  a reply  of  that  type  with  the 
woman  who  says,  “Yes,  I know  a woman  who  had 
a breast  removed  and  she  seemed  to  just  close  her- 
self up  in  a shell.  She  stcjjjped  going  otit,  she  never 
saw'  friends,  and  the  last  1 heard  she  was  having 
all  kinds  of  trotd)le.” 

Another  cpiestion  cati  be  posed  w’hich  will  also 
give  the  woman  a chance  to  express  her  thoughts 
and  feelitigs  in  terms  of  another  person.  Ihe 
surgeon  may  ask,  “What  wall  this  operation  mean 
to  yonr  htisband?”  lire  healthy  w'oman  answ'ers 
somewhat  this  way:  “1  know'  he  is  greatly  con- 
cerned for  me,  btit  I’m  sine  he  feels  confident,  too. 
I suppose  this  w'ill  be  difficult  for  him  at  first,  but 
I have  no  doubt  that  his  regard  for  me  is  based  on 
more  than  the  fact  that  1 have  one  or  two  breasts.” 
Iti  opposition  to  this  is  the  susi^icious  response 
from  the  patient  who  says,  “I’m  terribly  afraid  that 
this  cotdd  mean  the  end  of  my  marriage.  I don’t 
think  my  hushand  will  be  interested  in  a half- 
woman. I don’t  know'  if  he  could  stand  me  that 
way.”  Wdien  the  patietit  tells  us  what  the  loss  of 
her  breast  will  mean  to  her  husband,  one  can  be 
confident  that  her  remarks  are  indicative  of  her 
own  fears. 

/V  third  cpiestion,  somewhat  mcne  direct  than  the 
previous  oties,  can  then  be  raised:  “How  would  yon 
feel  about  having  a breast  removed?  What  would 
it  mean  to  you?”  I’he  patholcjgical  answer  can  take 
two  forms.  On  the  cjtie  hand,  a patient  may 
hlatatitly  state,  “I  would  rather  be  clead  than  to 
have  this  operation.”  llie  other  unhealthy  form 
comes  from  the  jratietit  who  denies  any  pensonal 
involvement,  w'ho  professes  the  loss  cotdd  not 
bother  her  a bit,  who  shows  no  ajrprehension.  I he 
more  noiinal  and  expected  will  be  one  in  which 
the  woman  voices  a combination  of  coticern  and 
confidence,  both  of  w'hich  are  realistically  orietited. 
She  will  express  a realistic  fear  of  the  condition 


that  recpiires  such  severe  surgery,  but  she  will  also 
exjjiess  the  hopelulness  which  is  characteristic  of 
the  well-adittsted  person. 

Finally,  it  is  informative  to  ask  the  patient, 
“What  steps  will  you  take  alter  the  surgical  .scars 
have  healed?”  Again,  the  woman  who  has  not  been, 
or  will  not  be,  overwhelmingly  threatened  by  the 
anticipated  loss  will  respond  in  a positive  manner. 
It  is  expected  that  she  will  indicate  that  she  has 
given  some  thought  to  a jnosthesis  and  sees  the 
worth  of  this.  She  will  be  able  to  tell  the  surgeon 
that  while  a few  new'  fashions  may  be  impossible 
for  her,  .she  envisions  no  real  difficulty  in  her 
ability  to  find  and  wear  stylish,  attractive  clothes, 
rite  pathognomonic  response  to  this  interrogation 
is  represented  by  the  patient  who  hopelessly  throws 
tip  her  hands  and  says,  “What  steps  can  I take? 
.\lter  it’s  done,  it’s  clcjiie.  Once  the  breast  has  been 
removed.  I’ll  no  longer  be  ;i  w'oman  anyw'ay.” 

d’he  above  is  not  meant  to  be  an  exhaustive  de- 
scription of  what  can  and  should  take  place  in  a 
preoperative  interview.  The  surgeon  is  in  a better 
position  than  anyone  else  to  determine  the  general 
tenor  and  comprehensivene,ss  of  this  kind  of  meet- 
ing. Fhe  authcjrs’  desire  is  to  itidicate  that  these 
c]  nest  ions,  and  other  related  ones,  can  serve  as 
media  through  which  the  physician,  first,  gives 
comfort  to  his  patient  and,  second,  gains  know’l- 
edge  by  which  he  can  deal  with  the  patient’s  re- 
spoirses  in  a helpful  fashion. 

Fhere  are  a number  of  possible  patient  responses 
that  may  constitute  pitfalls  for  the  surgeon  as  he 
tries  to  evaluate  the  problem.  Often  w’hat  the 
patient  does  not  say  is  more  importatit  than  the 
verbalizations  that  do  come  forth.  Some  w'omen 
will  indicate  an  unw'illingness  to  disetrss  these  ques- 
tions. I’liey  may  put  this  on  the  basis  of  the  futility 
of  borrowing  trouble— that  they  will  adopt  a w'ait- 
and-.see  policy— that  they  w'ill  face  things  one  step 
at  a lime.  Others  will  have  you  believe  that  this  is 
something  they  can  stoically  accept  — something 
they  W'ill  take  in  stride.  Such  stoicism  is  the  false 
calm  overlying  the  subterranean  storm,  d hese  are 
pathognomonic  reactions.  Since  mastectomy  and 
the  possibility  of  malignancy  are  threatening  and 
anxiety-producing  to  every  woman,  these  last  tle- 
stiibed  reactions  represent  an  unrealistic  denial 
and  avoidance  of  that  w'hich  cannot  realistically  be 
denied  or  avoided.  Persistent  denial  of  feelings 
indicates  the  strong  possibility  of  subsequent  emo- 
tional pathology. 

Some  patients  assume  a passive  and  dependent 
role  and,  instead  of  dealing  with  these  questions, 
throw  them  back  to  the  surgeon  by  saying,  “WTII, 
I don’t  know'  doctor.  What  would  you  advise  me 
to  do?”  In  this  instance,  the  doctor  had  belter  re- 
strain his  immediate  impulse  to  be  helpful  and  in- 
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dicate  to  the  \voman  that  while  he  is  willing  to 
advise  and  help  her,  he  would  hrst  like  to  hear 
how  she  feels  and  what  she  thinks  about  these 
things. 

Some  may  protest  that  this  recommended  ap- 
proach unnecessarily  provokes  unjaleasant  situ- 
ations. It  is  suggested  that  the  temporary  un- 
pleasantness thus  occasioned  is  of  far  greater  value 
to  the  patient  than  the  avoidance  of  these  areas  by 
the  physicians.  Out  of  the  empathy  created  by  these 
discussions  arise  important  insights  for  the  sur- 
geon. From  these  he  can  determine  whether  or  not 
the  personality  of  the  patient  is  adequate  to  the 
stresses  that  will  be  experienced.  He  can  perceive 
whether  or  not  it  is  within  his  scope  to  deal  with 
the  intrapsychic  disequilibrium  born  of  his  surgery 
or  whether  psychiatric  consultation  need  be  sought. 

The  things  that  make  us  anxious  and  afraid  are 
those  things  we  do  not  understand  and  those 
things  which,  for  various  reasons,  we  feel  must  be 
kept  hidden  in  the  darkest  recesses  of  our  minds. 
For  all  patients,  the  surgeon’s  willingness  to  deal 
oj^enly  and  hopefully  with  the  woman’s  fears, 
doubts,  and  uncertainties  will  go  a long  way 
toward  mental  equilibrium  and  an  uncomplicated 
postoperative  course. 

Summary 

Adverse  emotional  reactions  to  disfigurative  surg- 
ery residt  from  a disburbance  of  body  image  and 
self-concept.  The  surgical  removal  of  an  integral 
part  of  the  body  may  disrupt  the  image  of  self  to 
such  an  extent  that  the  self  can  no  longer  function 
adequately  in  a social  interpersonal  sense.  The 
breast  is  such  an  integral  part  and  its  removal  can 


and  may  interfere  with  the  female’s  ability  to  carry 
on  in  the  feminine  role.  Two  case  histories  serve 
to  illustrate  the  effect  of  family  environment  and 
social  factors  in  the  genesis  of  self-concept  and  how 
mastectomy  can  alter  this  self-concept.  The  likeli- 
hood of  postoperative  emotional  crises  can  often 
be  detected  by  a brief  but  significant  clinical 
assessment  of  the  patient’s  reaction,  both  to  the 
immediate  threat  of  surgery  and  to  postoperative 
plans.  The  patient’s  emotional  concern  may  be  ex- 
pressed openly  as  a healthy  anticipatory  anxiety 
tempered  with  hopeful  optimism,  or  veiled  in  vari- 
ous forms  of  denial  and  avoidance.  Such  evasions, 
as  well  as  more  grossly  pathological  reactions,  re- 
quire further  explorations  and  perhaps  preoper- 
ative psychiatric  consultation.  This  approach  may 
evoke  criticism  on  the  basis  that  it  will  cause  un- 
necessary emotional  turmoil  in  the  patient  but  is 
justified  by  the  empathy  created,  the  insights 
gained,  and  the  immediate  possibility  of  avoiding 
postoperative  crises. 
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PATIENT  PERSONALITIES 

A jrhysician  must  learn  to  recognize  the  personality  traits  of  his  patients 
and  to  gnide  his  questions  and  evaluate  the  answers  accordingly.  A person  who 
feels  that  yon  underestimate  the  severity  of  his  symptoms  or  the  gravity  of  his 
disease  can  often  be  “sjaotted”  by  the  fact  that  he  has  pain  or  other  symptoms 
anywhere  yon  may  suggest.  It  must  not  be  forgotten,  however,  that  these  gar- 
ridous  neurotics  who  often  exaggerate  or  imagine  irrelevant  symptoms  may 
also  have  serious  organic  disease— H.  FT.  Hopkins,  M.D.,  Ed.,  Leopold’s  Princi- 
ples and  Methods  of  Physical  Diagnosis.  Third  Edition.  1965,  p.  3. 
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A Simplified  Method  Of  Colon  Cleansing 
In  Preparation  For  Sigmoidoscopy 

Vincent  A.  DeLuca,  Jr.,  M.D. 


■ 'I'he  value  of  routine  sigmoidoscopy  in  detecting 
lesions  in  the  sigmoid  and  rectum  is  receiving 
widening  appreciation.  Recent  studies  report 
rather  striking  uniform  findings  of  approximately 
six  per  cent  of  unsuspected  adenomatous  polyps, 
and  0.2  to  0.3  per  cent  of  unsuspected  carcinoma- 
tous polyps,  in  a large  hospital  series’  and  a large 
ofhce  series-  respectively.  Cancer  detection  clinics 
throughout  the  country  have  reported  incidences 
of  polyps  ranging  from  2.5  [rer  cent  to  15  per  cent 
followitig  routine  sigmoidoscopy,  and  ati  overall 
incidence  of  0.22  per  cetit  of  rectosigmoidal  car- 
cinoma in  asymptomatic  patients.^ 

Almost  80  per  cent  of  all  cases  of  cancer  in  the 
colon  and  rectum  are  .said  to  be  withiti  reach  of 
the  sigmoidoscope.’  The  instrument  will  detect  90 
per  cent  of  polyps  in  the  rectosigmoid,  as  com- 
pared with  about  25  per  cent  by  roentgenography’ 
and,  as  reported  iti  otie  large  series,  less  than  three 
per  cent  by  physical  examination. 

Failure  to  use  routine  sigmoidoscopy  has  been 
held  responsible  for  “medical  delay”  in  diagnosing 
cancer  of  the  sigmoid  and  rectum,  and  a conse- 
(juent  significant  increase  in  the  stage  of  the  di- 
sease before  therapeutic  measures  were  taken.'’ 

Some  proctologists  consider  that  preparatory 
measures  to  evacuate  the  sigmoid  ;ind  rectum  are 
not  necessary  for  sigmoidoscopic  examination  iti 
many  cases.  Since  the  aim  of  the  procedure  is 
visualizatioti  of  the  lining  of  the  bowel  and  rec- 
tum, however,  we  have  found  such  preliminary 
cleansing  generally  essential  for  proper  examin- 
ation. 

The  following  study  was  undertaken  to  evaluate 
the  effectiveness  of  a standardized  senna  concen- 
trate, in  suppository  form,  in  preparation  of  the 
sigmoid  and  rectum  for  siginoidoscojjy.  Several  re- 
ports in  the  literature’’'”  have  indicated  both  the 
efficacy  of  this  type  of  suppository  and  its  accept- 
ability to  the  patient. 

Method  And  Materials 

A study  of  standardized  senna  concentrate  sup- 
positories* iti  preparing  the  distal  colon  and  rec- 


* Senokot®  Suppositories,  supplied  by  The  Purdue  Fred- 
erick Company,  Yonkers,  New  York. 


turn  for  sigmoido.scopy  involved  15(i  patients,  both 
hospitalized  and  in  office  practice;  88  were  men 
atid  ()8  women.  Ages  ranged  from  10  years  to  77 
years,  with  an  average  of  48  years.  Fliree  patients 
were  tinder  20  years  and  15  were  05  years  or  okler. 
Patients  with  either  suspected  or  previous  recto- 
sigmoid lesions,  or  some  gastrointestinal  or  anorec- 
tal pathology  numbered  112,  of  whom  28  had 
chronic  constipation.  The  rest  were  asymptomatic, 
and  for  them  sigmoido.scopy  was  a routine  part  of 
a physical  check-up.  (Fable  f) 

Hospital  patients  were  administered  one  test 
supjiository  two  hours  before  bedtime  the  evening 
before  the  procedure,  and  a second  suppository  in 
the  morning,  tw'o  hours  before  the  procedure. 
Ofhce  jiatients  were  instructed  to  insert  the  sup- 
positories at  home,  on  the  same  schedule.  The 
majority  of  the  outpatients  were  able  to  administer 
the  suppositories  either  at  home  or  at  the  ofhce 
without  interrupting  their  routine  work.  Hospital 
]iersonnel  and  private  patients  were  retpiested  to 
keep  careful  record  of  all  bowel  movements,  in- 
cluding the  time  of  response  following  each  inser- 
tion and  character  of  stool. 

Results  were  evaluated  as  follows:  Where  there 
were  no  feces  present  to  a distance  of  25  cm.  from 
the  anorectal  junction,  the  results  were  adjudged 
Excellent;  where  there  were  minimal  feces  present 
but  not  enough  to  interfere  with  visualization,  the 
result  was  evaluated  as  Good;  where  there  were 

T.mu.e  I 

Indication  for  .Sicmoidoscopv 


Routine  examination  44 

Irritable  colon  30 

Chronic  constipation  28 

Previous  rcctosigmoidol  polyps  15 

Hemorrhoids  11 

Tlcerative  colitis  9 

Diverticulosis  or  diverticulitis  8 

Proctitis  8 

.Anal  fissure,  anal  papillitis  3 

TOTAL  156 


DR.  VINCENT  A.  DELUCA,  JR.,  Chief  of  Medicine,  Grif- 
fin Hospital,  Derby,  Connecticut  and  Assistant  Clinical 
Professor  of  Medicine,  Yale  University  School  of  Medicine. 
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Table  II 

\’lSUALIZATION  RESULTS  FOLLOWING  SUPPOSITOR1’ 
ADMINISTRATION 


NO.  WITH 

NO.  FOLLOWED 

CHRONIC 

RESULTS 

NO.  OF  PTS. 

NO.  INSERTIONS 

BV  bm’s 

CONSTIP. 

Excellent 

69 

137 

131 

5 

Good 

69 

137 

130 

18 

Poor 

18 

35 

23 

5 

TOTAL 

156 

309 

284 

28 

E + 

G = 89% 

sufficient  feces  present  to  interfere  with  visualiza- 
tion, irrespective  of  bowel  movement,  the  result 
was  evaluated  as  Poor.  Note  was  also  taken  of  the 
appearance  of  the  mucosa  to  determine  if  there 
were  alterations  due  to  the  suppositories,  and  of 
patient  reactions. 


Table  IV 

Nature  of  stool  following  insertions 

SOFT  OR  hard  loose 
NO.  bm’s  normal  stool  stool  stool 

1st  day’s  insertion  144  130  7 7 

2nd  day’s  insertion  140  128  3 9 

TOTAL  INSERTIONS  284  258  10  16* 

* Nine  of  these  were  in  patients  with  irritable  colon,  and 
alternating  constipation  and  diarrhea. 


scribed  as  severe  were  in  patients  with  irritable 
colons  or  ulcerated  colitis.  There  were  11  cases  of 
rectal  smarting,  seven  described  as  slight  and  the 
others  unspecified  as  to  severity;  several  of  these 
were  in  patients  with  proctitis,  oral  fissure  or  prior 
rectal  bleeding.  Four  patients  complained  of  gas 
and  one  patient  reported  an  uncomfortable  feel- 
ing. 


Results 

These  are  given  in  Table  II.  Visualization  was 
excellent  to  good  in  89  per  cent  of  the  series,  with 
feces  entirely  absent  in  45  per  cent.  In  patients 
with  constipation,  visualization  was  excellent  to 
good  in  82  per  cent,  and  a smaller  proportion  was 
completely  free  of  feces  than  in  the  series  as  a 
whole. 

The  mucosal  appearance  was  unaltered  in  155 
of  156  cases  studied.  The  one  case,  involved  a 46- 
year-old  patient  with  an  old  rectal  war  injury  and 
proctitis  who  had  a history  of  many  years  of  inter- 
mittent bleeding,  a diffuse  erythema  coated  with 
residual  suppository  material  was  observed. 

The  time  of  response  and  nature  of  stool  are 
given  in  Tables  III  and  IV.  While  85  per  cent  of 
all  insertions  were  followed  by  bowel  movements 
within  two  hours,  more  than  95  per  cent  of  the 
second  day’s  insertions  were  followed  by  evacuation 
within  that  period,  and  the  average  time  of  re- 
sponse for  this  second  suppository  was  half  of  that 
for  the  first.  Ninety  per  cent  had  effective  evacu- 
ations of  soft  and  normal  stools. 

Side  effects  reported  by  patients  included  14 
cases  of  “cramps,”  of  which  only  two  were  de- 
scribed as  severe;  eight,  including  the  two  de- 

Table  III 

Time  of  response  following  suppository  insertion; 

156  patients 

response  2 HRS. 

NO.  AVE.  1 HR.  OR  LESS 

FOLLOWED  TIME  OF  OR  (CUMULA- 

BY  bm’s  response  LESS  TIVEj 


1st  day’s  insertion 

144 

2.3  hrs. 

55 

2nd  day’s  insertion 

140 

1.2  hrs. 

85 

TOTAL 

INSERTIONS 

284 

1.8  hrs. 

140 

Comment 

A simple  and  effective  method  of  preparing 
patients  for  sigmoidoscopy  examination  is  dis- 
cussed. Except  for  one  patient  in  whom  a slight 
eyrthema  of  the  mucosa  was  noted,  no  effect  of  the 
suppository  on  the  rectal  mucosa  of  the  patients 
studied  was  observed.  Colon  cleasing  was  excel- 
lent to  good  in  89  per  cent  of  patients  with  or 
without  colon  disease  or  malfunction.  The  major- 
ity of  outpatients  were  able  to  insert  the  supposi- 
tory and  subsequently  continue  their  daily  activi- 
ties either  at  home  or  at  work  while  awaiting 
bow’el  response.  Hospital  personnel  time  was  con- 
siderably reduced  with  the  use  of  suppositories 
compared  to  enemata. 

Summary  And  Conclusions 

The  use  of  a standardized  senna  concentrate  sup- 
pository in  preparing  patients  for  routine  sigmoido- 
scopy was  tested  among  156  patients. 

In  89  per  cent,  the  sigmoid  and  rectum  were 
either  free  of  all  feces,  or  contained  a minimal 
amount  permitting  accurate  visualization. 

Side  effects  were  minimal,  and  with  few  excep- 
tions the  suppositories  were  well  accepted. 

The  method  of  colon  cleansing  described  is  a 
simple  and  effective  technique  for  preparing  pa- 
tients for  sigmoidoscopy.  In  hospitalized  patients, 
it  reduces  personnel  time,  and  in  outpatients  it 
allows  the  patient  to  continue  normal  activities 
while  preparing  for  the  examination.  This  simpli- 
field  technique  should  encourage  increased  use  of 
sigmoidoscopy  examination. 
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FURTHER  INSTRUCTIONS  FOR  EXHIBIT,  CONNECTICUT 
PHYSICIANS  ART  ASSOCIATION 

April  25th,  26th,  and  27th,  1967 

As  noted  in  the  Felji  iiary  Journal,  all  previous  exhibitors  are  invited  to  show 
their  works  at  this  meeting  and  new  exhibitors  among  physicians  and  their 
families  are  cordially  invited  to  join  the  groiij)  of  art  hobbyists.  Whnks  eligilde 
will  include  oil,  water  colors,  temporti,  black  and  white,  etchings,  photography, 
pastels,  scnlptnre  and  ceramics.  Eligible  exhilntors  are  members  of  the  Con- 
nectient  State  Medical  Society,  their  wives  and  children.  Art  works  will  be 
judged  in  fonr  categories;  1.  children  through  16  years  (over  16  will  be  judged 
with  adults)  ; 2.  beginners  to  three  years;  3.  over  three  years;  4.  professional. 

A hanging  fee  of  one  dollar  ($1.00)  will  be  charged  for  each  entry  and  fifty 
cents  ($.50)  for  children  under  16  with  three  jiictnres  allowed  jier  artist.  Pic- 
tures should  be  framed  and  wired  for  hanging.  The  exhiiiition  will  be  judged 
by  professional  artists.  Art  works  must  be  submitted  to  representative  of  the  Art 
Association  in  the  lobby  of  the  Stailer  Milton  Motel,  on  Sntulay,  April  23rd,  be- 
tween the  hours  of  12:00  and  3:00  P.M.  .Art  works  cannot  be  accepted  under  any 
condition  after  April  23rd,  since  the  exhibit  list  will  be  made  np  at  that  time. 

Members  of  the  .Art  Cammiittee  or  their  representatives  will  be  in  attendance 
at  the  displays  thronghont  the  exhibit  at  the  state  meeting.  The  Connecticut 
State  Medical  Society  (nor  the  Art  Association)  tan  assume  no  responsibility 
for  loss  or  damage  of  any  cause  whatsoever,  lo  smh  art  works. 

The  art  works  may  be  picked  tip  between  12:00  and  4:00  P.M.  on  I’hursday, 
,\pril  27th.  Paintings  over  24  x 30  inches  will  be  hung  only  upon  discretion  of 
the  art  committee. 

Make  checks  payable  to  Connectient  Physicians  Art  Association  and  forward 
to  me  at  the  below  address  before  April  15th.  Any  (jnestions  may  be  directed  to 
me  also  at  this  address. 


Stewari  ].  Petrie,  M.D. 

President,  Connectient  Physicians  Art  .Association 
56  Minerva  Street 
Derby,  Connectient  06418 
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FROM  THE  GENERAL  MANAGER’S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards,  m.d..  General  Manager 
160  St.  Ronan  Street,  New  Haven,  Conn. 
Telephone  865  0587 


Josephine  P.  Lindquist 
Assistant  to  General  Manager 


CALL 

ANNUAL  MEETING  OF  THE  HOUSE  OF  DELEGATES 

The  1967  Annual  Meeting  of  the  House  of  Delegates  will  be  held  at  the  Hartford-Hilton  Hotel, 
Hartford,  commencing  at  9:00  o'clock  in  the  morning  of  Tuesday,  April  25. 

Following  luncheon,  the  House  will  reconvene  for  the  completion  of  business. 

Orvan  W.  Hess,  President 

Kenneth  F.  Brandon,  Speaker  of  the  House 

Waldo  E.  Martin,  Secretary 

INTRODUCTION  OF  RESOLUTIONS 

Article  V,  Section  12,  Par.  3 of  the  Bylaws  of  the  Society  Provides  that: 

All  resolutions  to  he  considered  as  regular  business  at  any  regular  meeting  of  the  House  of  Delegates  must  be  in  the 
hands  of  the  Speaker  not  later  than  seventy-two  hours  before  the  opening  of  that  meeting.  All  resolutions  and  recommen- 
dations published  in  the  official  agenda  distributed  to  the  members  of  the  House  prior  to  the  meeting  at  which  action 
is  to  be  taken  shall  be  considered  as  regular  business.  Resolutions  presented  later  than  seventy-two  hours  before  the  open- 
ing  of  a meeting  will  be  referred  for  consideration  as  regular  business  by  the  House  only  when  they  are  presented  by 
the  Council  or  accepted  for  consideration  by  majority  vote  of  the  delegates  present.  Any  resolution  which  does  not 
qualify  in  accordance  with  the  aforesaid  provisions  for  consideration  as  regular  business  may  be  accepted  for  action  by 
a majority  vote  of  the  delegates  present  and,  if  so  accepted,  shall  be  referred  at  once  by  the  Speaker  to  a reference  com- 
mittee. Any  such  reference  committee  shall  consider  resolutions  referred  to  it  and  shall  report,  with  recommendations  to 
the  House  before  adjournment  of  the  meeting. 


PROPOSED  AMENDMENT  TO  THE  BYLAWS 

The  following  proposed  amendment  to  the  Bylaws  was  presented  to  the  House  of  Dele- 
gates on  December  8,  1966  and  were  tabled  for  consideration  and  action  at  the  next  regular 
meeting  of  the  House  of  Delegates. 

In  accordance  with  the  Bylaws,  this  amendment  will  be  published  in  Connecticut  Medicine, 
"on  one  or  more  occasions  prior  to  the  next  meeting  ...  at  which  meeting  the  amendment 


shall  be  taken  off  the  table  and  acted  upon  by 

INTRODUCED  BY  THE  COUNCIL: 

The  Committee(s)  On  Public  Relations 

Objective:  To  abolish  the  present  two-coniniittee 
PR  Divisional  strnctnre  (totalling  19  members) 
and  to  provide  for  the  annual  election  of  a single 
large  committee  of  24  members.  By  so  doing, 
it  is  hoped  to  increase  the  effectiveness  of  the  PR 
Division  by  having  more  participants  numeri- 
cally; to  assure  having  adequate  county-by-county 
representation  at  all  meetings  of  the  Division; 
and  to  stimulate  greater  interest  in  public  rela- 
tions activities  at  state  and  county  levels  through 
a continuing  two-way  exchange  of  ideas. 

Projyosed  Amendment : Article  XI— DIVISIONAL 
BOARDS  AND  COMMITTEES. 

(I)  Section  3.— Divisional  Standing  Committees 


the  House  of  Delegates." 

Par.  (E)  —Public  Relations  Division 

Delete:  Committee  on  County  and  Local  Pub- 
lic Relations.  Committee  on  State  and  Na- 
tional Public  Relations 
Sub.stitute : Committee  on  Public  Relations 
(II)  Section  5.— Duties  of  Standing  Committees 
Delete:  Present  Paras.  16  and  17  (describing 
present  2 committees) 

Substitute : New  Par  16  as  follows: 

Par.  16  COMMITTEE  ON  PUBLIC  RELA- 
TIONS. The  Council  shall  annually  nominate 
to  the  House  of  Delegates  a Committee  on  Public 
Relations  of  twenty-four  members  of  The  So- 
ciety and  shall  nominate  the  chairman  thereof. 
The  nominations  shall  be  made  as  follows:  Eirfit 

O 

members  recommended  for  nomination  by  the 
component  county  medical  associations,  on  the 
basis  of  one  per  county;  eight  additional  mem- 
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INFLAMMATION 


A cellular 


A SYNTEX  REPORT  based  on  recently 
developed  hypotheses  about  topical  cor- 
ticosteroids, including  the  cellular 
theories  of  inflammation  by  Thomas  F. 
Dougherty,  Ph  D.,  University  of  Utah. 

You  are  looking  at  a fibroblast  fight- 
ing for  life.  This  cell  — one  of  the 
most  common  found  in  connective 
tissue  — has  literally  been  poisoned 
by  cytotoxins  released  from  other 
cells  that  have  ruptured.  Soon,  if  the 
abnormal  activity  of  tbis  fibroblast 
does  not  cease,  it,  too,  will  rupture 
and  die  — one  more  casualty  in  the  in- 
flammatory wave  of  destruction  pre- 
cipitated by  injury. 

Until  a short  time  ago  no  one  had 
ever  witnessed  such  a scene  at  the 
cellular  level.  Now,  through  ad- 
vanced cinemicrographic  techniques, 
it  is  possible  to  view  and  photograph 
the  inflammatory  process  as  pro- 
duced experimentally  in  living  ani- 
mal tissue.  This  method  permits  new 
insight  into  the  mechanism  of  inflam- 
mation and  the  role  of  corticoster- 
oids in  thcraijcutic  management. 
Eciually  imiwrtant,  these  techniques 
slied  new  light  on  factors  that  may 
make  one  corticosteroid  more  effec- 
tive than  another  — factors  that  can 
lie  correlated  with  other  chemical, 
biologic,  and  clinical  parameters. 


Worldwide 
clinica 
experience 
coniirms  the 
predictable 
therapeutic 
potential  of 
Synalar 

It  is  particularly  gratifying  that  the 
promise  of  the  advanced  chemical 
design  and  high  order  of  hioassay  ac- 
tivity of  Synalar  (fluocinolone  ace- 
tonide)  has  been  confirmed  by 
\videspread  therapeutic  application. 
Indeed,  the  impressive  clinical  re- 
sponse rate  of  Synalar  has  been  docu- 
mented in  no  fewer  than  232  papers 
from  22  countries. 


Representative  Clinical  Results  with  Synalar* 
Efficacy  Documented  in  over  4,000  Patients 


Condition 

Number  of 
Publications 

Number  of 
Patients 

Significant 

Improvementt 

Contact 

Dermatitis 

27 

750 

713 

Eczematous 

Dermatitis 

21 

472 

409 

Seborrheic 

Dermatitis 

18 

442 

426 

Atopic 

Dermatitis 

24 

460 

426 

Psoriasis 

36 

1,699 

1,510 

Neurodermatitis 

18 

351 

324 

Total 

144 

4,174 

3,808 

*Complete  bibliography  on  request.  tE^^pressed  by  the  authors  as  excellent,  very  good, 

good,  complete  remission  of  inflammation,  etc. 


Prescribing  Information 
For  initiation  of  therapy:  Cream  0.025%, 
5 and  15  Gm.  tubes,  425  Gm.  jars;  for 
emollient  effect:  Ointment  0.025%,  15 
Gm.  tubes;  for  maintenance  therapy: 
Cream  0.01%,  15  and  45  Gm.  tubes,  120 
Gm.  jars;  for  intertriginous  or  hairy 
sites:  Solution  0.01%,  20  cc.  and  60  cc. 
plastic  squeeze  bottles;  for  infected  in- 
flammatory dermatoses:  Neo-Synalar® 
Cream  (0.025%  fluocinolone  acetonide, 
neomycin  sulfate,  equivalent  to  0.35% 
neomycin  base),  5 and  15  Gm.  tubes. 
Contraindications:  Tuberculous,  fungal, 
and  most  viral  lesions  of  the  skin,  (in- 
cluding herpes  simplex,  vaccinia,  and 
varicella).  Not  for  ophthalmic  use.  Con- 
traindicated in  individuals  with  a his- 
tory of  hypersensitivity  to  any  of  the 
components.  Precautions:  Synalar  prep- 
arations are  virtually  nonsensitizing  and 
nonirritating.  However,  the  solution  may 
produce  burning  or  stinging  when  ap- 
plied to  denuded  or  Assured  areas.  In 
some  patients  with  dry  lesions,  the  solu- 
tion may  increase  dryness,  scaling  or 
itching.  While  topical  steroids  have  not 
been  reported  to  have  an  adverse  effect 
on  pregnancy,  the  safety  of  their  use  on 
pregnant  females  has  not  absolutely 
been  established.  Therefore,  they  should 
not  be  used  extensively  on  pregnant  pa- 
tients, in  large  amounts,  or  for  pro- 


longed periods  of  time.  Prolonged  use  of 
any  antibiotic  may  result  in  overgrowth 
of  nonsusceptible  organisms;  if  this  oc- 
curs, appropriate  therapy  should  he  insti- 
tuted. When  severe  local  infection  or 
systemic  infection  exists,  the  use  of  sys- 
temic antibiotics  should  be  considered, 
based  on  susceptibility  testing.  Side 
Effects:  Side  effects  are  not  ordinarily 
encountered  with  topically  applied  corti- 
costeroids. As  with  all  drugs,  however,  a 
few  patients  may  react  unfavorably  to 
Synalar  rmder  certain  conditions.  The 
neomycin  in  Neo-Synalar  Cream  rarely 
produces  allergic  reactions. 

References:  1.  Lemer,  L.  J.,  Bianchi,  A., 
Turkheimer,  A.  R.,  Singer,  F.  M.,  and 
Borman,  A.:  Anti-inflammatory  steroids:  po- 
tency, duration  and  modification  of  activities. 
Ann  NY  Acad  Sci  116:1071  (Aug.  27)  1964. 
2.  Idem:  Comparison  of  anti-granuloma,  thy- 
molytic  and  glucocorticoid  activities  of  anti- 
inflammatory steroids.  Proc  Soc  Exp  Biol 
Med  116:385  (June)  1964.  3.  Ringler,  A.:  Ac- 
tivities of  adrenocorticosteroids  in  experimen- 
tal animals  and  man,  in  Dorfman,  R.  I.: 
Methods  of  hormone  research.  New  York, 
Academic  Press,  1964.  vol.  III.  pp.  234-280. 
4.  Gubersky,  V R.:  To  be  published. 


fluocinolone  acetonide  — an  original  steroid  from 

SYNTEXS 

LABORATORIES  INC.,  PALO  ALTO.  CALIF. 


For  inflammatory 
dermatoses... 
by  any  measure 
a topical  corticosteroid 
of  choice 

Synalar 

(fluocinolone 

acetonide) 

Milligram  for  milligram 
one  of  the  most  active  topical 
corticosteroids  available 

Rapid  and  predictable 
in  antiinflammatory  and 
antipruritic  activity 

Results  often  comparable  to 
those  of  systemic  corticosteroids 
with  fewer  hazards 


l)Cis  selected  by  the  Council,  on  the  basis  ol  one 
Irom  each  (ounty;  and  the  other  eight  niend)eis 
to  l)e  selected  aldaige.  The  innetion  ol  the  (ioin- 
millee  shall  be  to  iiujuiie  into  and  pass  tipon 
such  j)hases  ol  ptiblic  iidorniation  as  deal  with 
the  care  ol  the  sick  and  the  practice  ol  medicine, 
to  keep  the  people  ol  Connectictit  accurately  and 
reliably  inlormed  concerning  matters  ol  public 
ititerest  in  the  field  ol  medicine,  to  encourage 
cordial  relations  and  understanding  with  com- 
mtinications  media  and  to  cooperate  with  other 
comtnittees  ol  the  Society  and  of  the  AMA  in  a 
jcrogram  ol  jmblic  relations.  The  Committee 
shall  assist  the  committee  on  public  relations  ol 
the  component  associations  in  developing  and 
dissetninating  accurate  and  reliable  inlormation 
concertiing  matters  ol  public  interest  in  the  field 
ol  medicine  and  shall  use  its  ellorts  to  encottrage 
cooperation  by  the  committees  on  public  rela- 
tiotis  ol  the  component  associations  with  local 
medical  societies,  allied  prolessional  groups, 
vol tintary  agencies,  the  press,  radio,  television 
and  other  groups  within  the  respective  counties 
in  a program  ol  ])ublic  relations. 

(Ill)  Renumber  present  Paras.  18  through  29  to 
become  Paras.  17  through  28. 

SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 

Thursday,  February  16,  1967 

I.  Attendance 

Present  in  addition  to  the  Chairman,  Dr.  S.  ]. 
.\Iaitin,  were:  l)rs.  Hess,  Brailley,  Gardner,  \V. 
.Martin,  Goldberg,  Brandon,  M.  Caplan,  Fabro,  H. 
Caplan,  Policy,  Rogol,  Grendon,  Egan,  Abbot, 
Shepard,  Ayres,  Nolan,  Cramer,  Petrie,  Pelz  and 
Roch.  Also  present  were:  Mrs.  LintUpiist,  Mr.  \dl- 
lano,  Mr.  Chilcoat  (AMA),  and  Dr.  Richards. 

.\bsent  were:  Drs.  Spitz,  Hastings,  Citcarelli, 
(.rant,  Wdlson  and  Palomba. 

II.  Routine  Business 

Approval  Of  Minutes 

As  printed  and  distributed,  it  was  VOl’ED  to 
approve  the  minutes  ol  the  meeting  of  January  1 I, 
19()7. 

life  Memberships 

It  was  VOTED  to  approve  applications  for  life 
.Membership  received  from  eligible  .\ctive  Mem- 
bers of  the  Society  as  follows: 

B.  J.  Borkowski,  Bristol  (HCM.V),  19(')7 
Philip  Carroll,  Bridgeport  (ECMA),  1967 
Muriel  Case  Downer,  West  Hartford  (HCM.V), 
1967 


Isidore  S.  Geettcr,  Hartlord  (HCMA),  1967 
|.  J.  Goldenberg,  Hartford  (HCM.V),  1967 
James  J.  Hennessey,  West  Hartlord  (HCM.V), 
1967 

Raymond  S.  Holtz,  Hartlord  (HCMA),  1967 
.Mbert  E.  Levin,  Hartford  (HCMA),  1967 
H.  M.  Marvin,  New  Haven  (NHCMy\),  1967 
Philip  F.  Parshley,  West  Flartford  (HCM.V),  1967 
Rocco  J.  Romaniello,  Elmwood  (HCMA),  1967 
Louis  G.  Simon,  Norwalk  (ECMA),  1967 
John  W.  Suplicki,  Norwich  (xNLCMA),  1967 
William  \Vilson,  Hartford  (HCM.V),  1967 

Blection  Of  Student  Members 

It  was  VOl  ED  to  elect  to  Student  Membership 
the  following  Connecticut  residents  who  are  at- 
tending U.S.  schools  of  medicine: 

Thomas  AVk  Glynn,  Burlington  Road,  Unionville 
University  of  Kentucky-Class  of  1967 
Pre-Med:  University  of  Connecticut 
Parent:  James  Glynn 

James  Robert  Missett,  1790  Boulevard,  West 
Hartford 

Vale  Ihiiversity— Class  ol  1970 
Pre-Med:  St.  John’s  University 
Parent:  James  S.  Missett,  M.D.  (tleceased) 

Appointment  To  Advisory  Committee—  Home 
Health  Aide  Training  Project 

In  response  to  a reejuest  from  the  State  Health 
Department,  it  was  VOT  ED  to  appoint  Norton  G. 
Chaucer,  Hartford,  as  a CSMS  representative  to 
serve  with  the  .Vdvisory  Committee  to  this  Project. 
LLing  an  Office  of  Economic  Opportunity  grant, 
the  project  will  make  plans  to  train  “home  health 
aides”  for  employment  by  non-profit,  community 
agemies  offering  homemaker  services  in  the  State. 

Date  Of  Next  Meeting 

T he  next  meeting  of  the  Council  will  be  held  on 
\\Ttlnesday,  March  15,  1967. 

III.  Old,  New  And  Special  Business 

1967  Annual  Meeting 

Dr.  Polivy,  Dr.  Fless  and  others  brought  it  to  the 
Council’s  attention  that  the  April  25-27  dates  of 
the  .Vnnual  Meeting  this  year  will  fall,  in  part, 
during  the  Passover  Holidays.  There  was  unani- 
mous agreement  that  the  conflict  represented  an 
entirely  unintentional  oversight  on  the  part  of  the 
Council,  in  setting  the  dates  for  the  meeting  last 
summer,  and  it  was  VOTED  to  acknowledge  the 
oversight  to  the  membership  in  a statement  to  be 
published  in  the  Journal.  In  the  future,  special  ef- 
forts will  be  maile  to  eliminate  the  possibility  of 
diis  or  sitnilar  conflicts  coming  about. 
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Request— Connecticut  Regional  Medical 
Program  Planning  Committee 

Dr.  Henry  T.  Clark,  Jr.,  Planning  Director  ol  the 
CRMP,  joined  the  Council  to  reejnest  the  Society 
to  recommend  interested  and  qualified  members 
of  the  Society  to  the  CRMP  Planning  Committee 
for  appointment  to  service  with  the  nine  “Task 
Forces”  which  are  being  organized  to  study  special 
segments  of  the  areas  to  be  covered  in  the  planning 
of  a Regional  Medical  Program.  Following  Dr. 
Clark’s  presentation,  and  a period  of  questions  and 
answers,  it  was  VOTED  to  authorize  the  President, 
the  Chairman  of  the  Council,  and  the  General 
Manager,  seeking  whatever  consultation  with  others 
they  may  consider  to  be  desirable,  to  recommend 
2-4  members  of  the  Society  for  appointment  to  each 
of  the  Task  Forces  in  which  the  Society  has  an  in- 
terest. It  was  suggested  that  the  rosters  of  pertinent 
eSMS  committees  having  to  do  with  the  sidqect 
areas  might  be  used  as  basic  “pools”  for  the  selec- 
tion of  siutable  nominees. 

Report — Ad  Hoc  Subcommittee  On  Council 
Survey  Questionnaire 

It  was  VOTED  to  accept,  with  commendation, 
the  report  of  the  Subcommittee,  presented  by 
Orvan  W.  Hess,  Chairman,  but  to  disapprove  a 
recommendation  that  an  “advisory  subcommittee 
on  agenda”  be  established  to  make  a detailed  prior 
review  of  the  agenda.  In  brief,  the  balance  of  the 
report  made  recommendations  concerning  the  fre- 
quency of  Council  meetings  (every  four  weeks); 
their  regularity  (the  second  week  of  each  month, 
barring  major  conflicts;  alternating  between  Wed- 
nesdays and  Thursdays);  their  length  (a  limit  of 
four  hours,  unless  the  Chairman  obtains  majority 
consent  to  continue);  and  their  starting  time  (2:00 
P.M.,  except  for  special  occasions). 

Report— Conference  Committee  With 
The  Bar  Association 

William  J.  Watson,  New  Britain,  Chairman  of 
the  CCBA,  and  Averill  A.  Liebow,  New  Haven,  a 
member  of  the  Committee,  joined  the  Council  to 
present  and  explain  the  “Medicolegal  Investigation 
Act”  which  was  developed  jointly  by  the  attorneys 
and  physicians  serving  on  the  Conference  Com- 
mittee, and  which  has  been  formally  filed  with  the 
1967  General  Assembly  for  action.  In  brief,  the 
legislative  proposal  would  establish  a medicolegal 
investigations  commission  in  Connecticut,  and, 
under  the  commission’s  direction,  set  up  an  office  of 
medicolegal  investigations  with  a chief  medical  ex- 
aminer, deputy  medical  examiners,  and  staff.  The 
adoption  of  this  proposal  by  the  General  Assembly 
would  institute  the  “medical  examiner”  system  in 
the  State,  and  would  gradually  “phase  out”  and 
eventually  replace  the  present  coroner  .system.  Fol- 


lowing the  presentation  made  hy  Drs.  Watson  and 
Liebow,  the  Council  VOTED  to  approve  the  pro- 
s'isions  and  jjurposes  ol  the  ac  t,  and  to  recjucst  I hem 
(Watson  and  Liehow)  to  ajjpear  as  CSMS  repre- 
sentatives at  the  proper  committee  hearing  to  testify 
in  support  of  it. 

Report— Subcommitteo  To  Study  And  Revise  The  Bylaws 

(a)  It  was  VOTED  to  adopt  the  amendments  to 
the  Bylaws  recommended  by  the  Subcommittee 
which  are  necessary  to  establish  the  “Judicial  Com- 
nuttee”,  proposed  by  the  Committee  on  Prelimin- 
ary Study  of  Censorship  Questions  and  approved  by 
the  Council,  and  to  transmit  these  amendments  to 
the  House  of  Delegates  on  April  25  for  appropriate 
action. 

(b)  It  was  VOTED  to  approve  the  report  of  the 
Sidicommittee,  which  defined  a “member  under 
suspension”  as  being  still  a “member”  at  both 
CSMS  and  county  medical  association  levels;  which 
dehned  the  minimum  loss  of  “rights”  while  under 
suspension  to  be  those  of  voting  and  holding  office, 
at  both  state  and  county  levels;  and  which  recom- 
mended that  payment  or  non-payment  of  dues 
while  under  suspension  be  a rec^uirement  left  to 
the  decision  of  the  separate  organizations  con- 
cerned. 

Report— Committee  On  Public  Health 

It  was  VOTED  to  approve,  in  princijile,  a resolu- 
tion offered  by  the  Committee  which  proposes  that 
the  Society  urge  physicians  to  take  a greater  interest 
in  problems  of  teenagers  (venereal  disease,  out-of- 
wedlock  pregnancy,  etc.),  and  that  the  Society  un- 
dertake to  plan  and  conduct  (sponsor)  courses  for 
physicians  at  state  and  county  level  in  these  sub- 
jects; conferences  of  physicians  and  school  authori- 
ties on  same;  and  establish  a medical  advisory  com- 
mittee on  family  living,  sex  eilucation,  etc.  It  was 
further  VOTED  to  request  the  Committee  on  Pub- 
lic Health  to  study  and  report  on  specific  plans  for 
implementing  the  several  parts  of  this  resolution, 
including  personnel,  course  and  conference  formats, 
and  estimates  of  costs. 

Report— Liaison  Committee  With  Connecticut 
General  On  Medicare  B 

The  minutes  of  the  liaison  meeting  of  January 
30  were  presented  in  printed  form,  and  were  en- 
larged upon  by  Dr.  Polivy  (who  acted  as  Chairman 
for  the  CSMS  component).  Following  discussion  of 
the  various  matters  presented,  it  was  VOTED:  (a) 
To  refer  to  the  Committee  on  Third  Part  Payments 
for  study  and  report  the  problem  of  trying  to  define 
the  relative  values  of  various  types  of  physician 
visits  to  patients  in  extended-care  facilities  (emer 
gency,  prolonged  attendance,  routine,  etc.),  and  to 
make  recommendations  as  to  how  these  values  could 
be  applied  practically  by  Connectient  General  in 
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])i ocessilig  (hiims  loi  j)ayniciil;  (b)  I'o  recjucsl  llu; 
(ISMS  (oiiiponent  ol  ihc  liaison  group  to  prepare  a 
suininary  ol  the  matters  diseussed  at  the  several 
meetings  with  Conneelietit  General  thus  lar  lor 
pidtlieation  as  inlormation  to  the  membership  and 
lor  distribution  to  the  members  ol  the  Gommittee 
on  Medicare-Medicaid  Experience. 

Second  Conference  Of  County  Medical 
Association  Officers 

It  was  X'O'I'EI)  to  have  the  olHcers  ol  GSMS  (and 
stall)  plan  and  conduct  a second  conlerence  ol 
county  medical  association  oiluers,  on  or  Itelore 
the  middle  ol  March,  and  to  prepare  a stiitable 
agenda  lor  same.  Some  ol  the  items  to  be  brought 
belore  the  Gonlerence  are:  I'he  new  lormai  lor  the 
annual  meeting  ol  the  House  cd  Delegates;  the 
findings  ol  the  first  Conference;  a report  on  hospi- 
tal-physician financial  arrangements;  and  a clisctis- 
sion  ol  the  Intiire  ol  the  [ournal,  financial  and 
otherwise. 

\.15.:  77/c  foregoiiifr  is  a summary  of  the  proceed- 
ings and  actions  of  the  Council  on  February 
1(),  1967.  Detailed  minutes  of  the  meeting 
are  on  file  at  l60  St.  Honan  Street,  New 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 


PLACEMENT  WANTED 

G.P.— 30  years  of  age,  military  obligations  com- 
pleted. Wishes  to  practice  with  either  a group  or 
an  associate  in  the  Guillord  area. 

INTERNIST-33  years  of  age.  Board  eligible, 
military  obligations  completed.  Wishes  to  practice 
with  a grotip  in  a medium  to  small  commtmity. 

SURGEON— 31  years  ol  age.  Board  eligible,  mili- 
tary obligations  completed.  Interested  in  a practice 
ol  general  and/or  thoracic  and  peri[)heral  vascular 
stirgery  with  a group  or  an  associate.  Native  ol 
Gonnectient. 

PLACEMENT  OPPORTUNITIES 

R.ADIOI.OGIS  E— 350-bed  general  hosjiital  needs 
third  radiologist  lor  general  diagnostic  work.  Iso- 
topes, therapy  and  special  pioceclures  available,  il 
interested.  A new  9-room  department  is  being  built. 
Salary  ,|25,000  with  yearly  increments.  Contact: 
Howard  F.  Root,  M.D.,  c/o  Department  of  Radi- 
ology, New  Britain  General  Hospital,  New  Britaiti, 
Gonnectictit  0()050. 

OBS-GYN— Board  certified  Obs-Gyn  needed  to 
associate  with  another  Obs-Gyn  in  large  industrial 


city  in  Southeiii  Gonnectictit,  leading  to  eventual 
jiartnership. 

HE.\E  EH  1)1  REC/rOR— Gity  ol  Stamford,  popu- 
lation 1 ()(),()()()  needs  physiciati  with  :i  degree  in 
Public:  Health,  tvith  administrative  expeiiencc,  and 
willing  to  asstime  leadership  in  expanding  and  co- 
ordinating the  health  activities  ol  a commnnity,  can 
command  salary  ecpial  to  or  higher  than  any  in  the 
area.  Gontact:  Frank  II.  D’.Vndrea,  .M.D.;  Ghair- 
man.  Health  Commission;  750  Summer  Street; 
Stamford,  Goiuiectictit  06902. 

Physician  with  a background  in  internal  medi- 
cine and/or  pediatrics  who  is  interested  in  a group 
]rractice  in  a rural  town  in  Southern  Gonnectictit. 
Hospital  .services  available  at  several  area  hospitals. 

PHVS1G.\L  .MEDICINE  &:  REHABlI.I  E.VHON 
— X'acancy  lor  Senior  Physiciati  with  training  and 
experience  in  physical  medicine  and  rehabilitation. 
EAilly  ec]uijt]3ecl  department  with  occupational, 
physical,  sjjeech  and  educational  therapy  units  and 
photography  laboratory  in  196  bed  state  veterans 
hospital.  E'oreign  graduate  — EGF.MG  recjtiirecl. 
Ehree  weeks  vacation,  sick  leave  with  pay,  hospi- 
tali/ation,  C.roujj  File  Insurance  and  other  benefits. 
Salary  range:  § 1 3,0  10-$1 7,0-10  per  year,  rate  com- 
menstirate  with  level  ol  training  and  experience. 
Write:  Personnel  Ollicer,  Veterans  Home  and  Hos- 
|)ital.  Rocky  Hill,  Connecticut. 

ANYONE  IN  I ERESTED  IN  EHE  ABOVE  IS 
ASKED  TO  CONT.VC  E ITIE  GENERAL  .MAN- 
AGER’S OFFICE,  160  ST.  RONAN  S FREE  E, 
NEW  H.WTN,  GONNEC'I  IGU  E 06511. 


Welcome  Mew  Members  . . . 


Middlesex  County  Medical  Association 

Donald  P.  Buebendorl,  M. I).  — Middlesex  Ihirn- 
pike,  Genterbrook,  Gonneclicut  06109 
Richard  M.  (;ainpbeIl-Jacobs,  M.I).  — 15  Crescent 
Street,  Middletown,  Gonnectictit  06157 
Malcolm  Gorin,  M.D.  — 10  Broad  Street,  .Middle- 
town,  Connecticut  06157 

.Arthur  L.  XValdman,  M.I). — 10  Broad  Street,  Mid- 
dletown, Gonnectictit  06157 


1967  MEETINGS 

April  2.5-27-175th  ANNUAL  .MEETING  ol  the 
Connecticut  State  .Medical  Society  to  be  held 
at  the  Hartforcl-Elilton  Hotel,  Hartford,  Gon- 
nectictit. 
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WOMAN'S  AUXILIARY 


President-Elect 

Mrs.  Anthony  Cipriano,  Hamden 

First  Vice-President 
Mrs.  Henry  Sherwood,  Middletown 

Second  Vice-President 
Mrs.  Edward  P.  Allen,  Orange 


President 

Mrs.  John  D.  O’Connell,  West  Hartford 


Recording  Secretary 
Mrs.  Nicholas  Creaturo,  Trumbull 

Corresponding  Secretary 
Mrs.  Irving  H.  Krall,  West  Hartford 

T reasurer 

Mrs.  Forest  D.  Gibson,  Farmington 


Reminder— The  Annual  Meeting  ol  the  Woman’s 
Auxiliary  to  Connecticut  State  Medical  Society 
April  24  at  42  Fulton  Place,  West  Hartford,  2:30 
p.m.,  the  program  will  include  Mrs.  Paul  Rausch- 
enbach,  Director  of  the  Woman’s  Auxiliary  to  the 
A.M.A.  Mrs.  Rauschenbach  is  a most  interesting 
and  charming  person,  having  held  many  chairman- 
ships on  the  National  Board.  We  hope  to  see  many 
of  our  members  to  honor  her  and  especially  our 
outgoing  president,  Mrs.  John  D.  O’Connell. 

1967  Convention 
Atlantic  City,  New  Jersey 
June  18  to  22 

The  following  is  a brief  listing  of  activities  to 
enable  you  to  plan  your  schedule: 

Friday,  June  16:  Finance  Committee  meeting, 
9:00  a.m. 

Saturday,  June  17:  Meeting  of  the  Board  of 
Directors,  9:00  to  5:00  p.m.  National  chairmen  and 
National  representatives  to  meetings  (auxiliary  and 
others)  are  invited  to  attend  the  afternoon  meet- 
ing to  give  brief  reports.  Board  of  Directors  Lun- 
cheon, 1:00  p.m.  Guests  will  be  National  Board, 
National  Chairmen,  Past  Presidents  and  Honorary 
Members. 

Sunday,  June  18:  Meeting  of  the  National  Presi- 
dent-elect, Mrs.  Karl  F.  Ritter,  with  the  1967-68 
Chairmen,  9:00  a.m.  Resolutions  Committee  meet- 
ing, 10:00  a.m.  Registration  will  open  at  11:00 
a.m.  Hospitality  Room  will  open  at  11:00  a.m. 
Coffee  will  be  served  until  1:00  p.m.  Reception, 
honoring  the  National  President  and  President- 
elect, will  be  held  from  six  to  eight  o’clock  at  the 
Shelburne  Hotel.  Opening  Meeting  of  the  AMA 
House  of  Delegates.  (Consult  AMA  jnogram  for 
time  and  place) . AMA  Medicine  and  Religion 
Program,  8:00  p.m..  Auditorium,  Convention  Hall 
(Civic  Center) . 


Monday,  June  19:  Formal  ojrening  of  the  conven- 
tion, 9:00  a.m.  to  12:15  p.m.  and  2:30  to  4:30  p.m. 
Guest  Day  Luiuheon  for  leaders  of  National 
Women’s  Volunteer  Organizations,  Auxiliary  mem- 
bers and  guests,  12:30  p.m..  Ballroom,  Shelburne 
Hotel.  Guest  speaker  to  be  announced. 

Tuesday,  June  20:  Presentation  of  state  reports 
with  the  National  vice  presidents  participating 
(continued  from  Monday)  . Dr.  Mary  Calderone, 
Executive  Director  of  SIECUS,  will  speak  on  “Sex 
Education— Goals  and  Means.’’  Annual  luncheon— 
Guest  speaker:  Dr.  Charles  L.  Fludson,  President, 
American  Medical  Association.  Little  Workshop— 
2:30  to  3:30  P.M.  Two  way  discussion  between  state 
presidents,  presidents-elect  and  National  officers 
and  committee  chairmen.  Delegates  invited.  Ques- 
tions and  topics  for  discussion  may  be  nlaced  in 
question  box  dtiring  convention.  POLITICAI. 
ACTION  PROGRAM,  3:30  to  4:30  P.M.  Joint  di.s- 
cussion  by  Auxiliary  legislative  leaders  aud  wom- 
en’s international  representative.  Polls  will  be  open 
for  voting  from  2:30  to  6:00  P.M. 

Wednesday,  June  21:  General  Meeting— 9:00  a.m. 
to  Noon.  Amendments,  resolutions,  reports  and  in- 
stallation of  the  new  officers  will  follow.  Board  of 
Directors  meeting  12:15  p.m.  Meeting  with  1967-68 
Chairmen  2:30  p.m. 

Thursday,  Jtiiie  22:  Postconvention  Conference 
for  Presidents  and  Presidents-elect,  (open  to  all 
Auxiliary  members)  . 9:00  a.m.  to  12:15  p.m.  Presen- 
tation and  discussion  of  1967-68  programs  and  pro- 
jects. AMA  Round-Up— Ernest  B.  Howard,  M.D. 
Asst.  Exec.  Vice  President,  American  Medical  Asso- 
ciation. 

4’here  will  be  no  Fritlay  meetings.  Reservations 
should  be  made  on  the  official  form  in  the  March 
issue  of  MD’s  Wife  and  mailed  to  the  AMA  Hous- 
ing Bureau,  16  Central  Pier,  Atlantic  City,  New 
Jersey  08401. 
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NEW  BOOKS  IN  REVIEW 


COTSFLICT  ITS  SOCIETY:  Ciba  Foundation  Symposium. 

Edited  by  Anthony  De  Reuk  aud  Julie  Kuight.  Little 

Brown  and  Company,  Boston,  Massachusetts.  467 

pp.,  15  contributors.  $13.00. 

Reviewed  by:  LOUIS  H.  NAHUM 

IVith  this  symposium  The  Ciba  Foundation  famed  the 
world  over  for  its  contributions  to  the  biomedical  sciences 
has  gone  somewhat  far  afield  in  an  attempt  to  offer  some 
insights  into  the  causes  and  the  processes  of  social  conflict. 
•\ggression  in  the  animal  world  is  considered  and  the  psy- 
chological and  sociological  processes  which  lead  men  into 
conflict  are  considered  by  world  famous  authorities  drawn 
from  many  disciplines  such  as  history,  international  law,  be- 
havioral sciences  including  psychiatry,  and  even  systems 
analysis.  Conspicious  by  their  absence  were  scholars  represent- 
ing the  Marxian  doctrine  of  the  origin  of  wars  among  na- 
tions. This  ommission  might  be  attributed  either  to  a bias 
against  this  view  by  a Capitalist  Foundation  or  a belief  that 
no  new  insights  have  been  produced  by  the  Marxian  group 
to  shed  further  light  upon  war. 

We  are  therefore  left  with  a view  that  man  being  the  only 
species  that  wages  war  on  his  own  kind  does  this  because, 
armies  raised  to  engage  in  conflict  are  made  up  of  indivi- 
duals whose  aggressiveness  is  channeled  into  the  service  of 
those  in  governments  who  determine  when  and  whom  to 
fight. 

All  agreed  that  it  is  necessary  to  distinguish  between  a 
nation  that  agresses  against  another  as  the  Germans  did  and 
the  people  of  the  attacked  nation  who  as  a residt  are  either 
forced  to  defend  themselves,  be  destroyed  or  surrender.  There 
was  discussion  about  national  idealogies  with  the  employ- 
ment of  such  emotive  words  as  “Freedom”,  Democracy”,  “Ag- 
gression” and  the  general  recognition  that  such  slogans  often 
hide  the  real  motives  of  those  who  determine  the  foreign 
policy  of  a nation.  They  recognized  that  Nazi  Germany 
mobilized  its  masses  with  such  and  similar  slogans  and  threw 
its  armies  against  Poland  after  accusing  the  Poles  of  “Ag- 
gression”. All  felt  one  must  go  behind  the  slogan  to  under- 
stand the  real  purposes  of  those  who  use  them. 

What  the  reader  was  left  with  was  that  at  present  at  least 
in  the  western  world  political  theory  is  not  a well-integrated 
field  and  does  not  seem  well  oriented  towards  the  goals 
which  are  beginning  to  emerge  in  the  minds  of  scholars. 
Professor  Karl  Deutsch,  one  of  the  participants,  eloquently 
stated  such  goals  elsewhere  as  a political  theory  for  peace,  a 
more  adequate  theory  for  political  and  economic  develop- 
ment which  would  avoid  chaos  and  oppression,  and  strive  to 
preserve  and  enhance  human  life  and  freedom.  A third  prob- 
lem was  that  of  finding  a political  theory  for  the  “self-trans- 
forming” society,  leading  to  greater  abundance  for  all  and  to 
ever  greater  freedom  for  each  individual. 

Much  of  these  goals  were  implied  in  what  the  participants 
in  this  symposium  thought,  Imt  unhappily  they  produced  no 
theories,  models  or  direction  adequate  for  attainment  of 
these  goals. 


A MANUAL  OF  TROPICAL  MEDICINE,  4th  Edition. 
Edited  by  George  W.  Hunter,  III,  Ph.D.,  Col.  U.S.A. 
(ret.),  William  W.  Frye,  Ph.D.,  M.D.,  Sc.D.  (Hon.) 
and  J.  Clyde  Swartzwelder,  Ph.D.  W.  B.  Saunders 
Company,  Philadelphia  and  London,  1966.  871  pp. 
with  323  illustrations,  8 in  color. 

Reviewed  by:  LOUIS  H.  NAHFIM 
This  superb  volume  will  contribute  to  the  best  levels  of 
medical  practice  in  the  tropics  and  sid^tropics  and  will  prove 
a boon  to  the  student,  medical  officers  in  the  field  and  phy- 
sicians in  practice  at  home.  The  value  to  the  physician  at 
home  is  brought  forcibly  to  our  attention  by  the  importa- 
tion into  this  country  from  South  Viet  Nam  of  clinical  cases 
of  malaria  due  to  resistant  falciparum  strains  in  the  form  of 
malignant  cerebral  malaria. 

The  first  edition  of  this  book  was  prepared  for  our  armed 
forces  during  World  War  II.  It  stressed  both  epidemiological 
and  clinical  aspect  and  became  at  once  a text  book  for  medi- 
cal and  graduate  students,  clinicians  as  well  as  for  medical 
personnel  in  medicine,  public  healtli,  microbiology  and  allied 
fields. 

New  medical  problems  have  arisen,  such  as  resistant  ma- 
laria, certain  viral  and  other  infectious  diseases,  and  have 
recpiired  a new  edition.  In  the  book  we  find  pertinent  in- 
formation on  the  major  infectious  diseases,  nutritional  dis- 
orders and  other  conditions  which  constitute  the  important 
health  problems  in  the  tropics.  To  be  sure  many  of  these 
diseases  are  also  endemic  or  have  their  biologic  analogs  or 
epidemiologic  counterparts  in  the  temperate  zone  as  well  as 
in  the  tropics  and  subtropics. 

Because  tropical  medicine  has  such  a broad  expanse  and 
includes  so  many  diseases  and  sjrecialties,  the  authors  have 
recruited  thirty-seven  special  contributors  of  outstanding 
merit,  individuals  recognized  for  special  knowledge  and  for 
basic  research  on  specific  fields.  There  is  a section  on  labora- 
tory diagnostic  methods  and  procedures,  an  appendix  which 
presents  the  distribution  of  selected  communicable  diseases 
in  the  tropical  and  subtropical  areas  of  the  world. 

The  book  is  whole  page  print,  excellent  type,  fine  paper 
and  beautiful  figures.  It  is  a superb  volume  with  a wealth 
of  information  and  ideas  and  will  be  widely  used  as  a text  of 
Tropical  Medicine. 

GERIATRIC  PSYCHIATRY.  Grief,  Loss,  and  Emo- 
tional Disorders  in  the  Aging  Process.  The  Boston 
Society  for  Gerontologic  Psychiatry,  Inc.  Edited  by 
Martin  A.  Berezin,  M.D.  and  Stanley  H.  Cath,  M.D. 
International  Universities  Press,  Inc.,  Netv  York. 
$7.50. 

Reviewed  by:  STEPHEN  ELECK 
This  unusual  volume  is  rich  and  varied  in  its  contents  for 
its  size  and  price.  It  includes  in  three  parts,  the  presenta- 
tions at  the  second  and  third  annual  meetings  of  the  Boston 
Society  for  Gerontological  Psychiatry.  These  are  respectively, 
the  first  and  second  sections,  and  Part  HI  is  a critically  an- 
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The  long-continued  action  of  Novahistine  LP 
should  help  you  both  get  a good  night's  sleep. 
Two  tablets  in  the  morning  and  two  in  the  evening 
will  usually  provide  round-the-clock  relief  by  help- 
ing clear  congested  air  passages  for  freer  breathing. 
Novahistine  LP  also  helps  restore  normal  mucus 
secretion  and  ciliary  activity— normal  physiologic 
defenses  against  infection  of  the  respiratory  tract. 
Use  cautiously  in  individuals  with  severe  hyper- 
tension,  diabetes  mellitus,  hyperthyroidism  or 
urinary  retention.  Caution  ambulatory  patients  that 
drowsiness  may  result.  Each  Novahistine  LP  tablet 
contains:  phenylephrine  hydrochloride,  25  mg.,  and 
chlorpheniramine  maleate,  4 mg. 

mmmr  lp 
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notated  bibliography  by  Dr.  Rol)ert  S.  Moss,  of  117  psy- 
cbiatiic  i)til)li(ations  on  aging  front  1 !).')()■  1 ObO.  I bis  last  sec- 
tion alone  is  of  great  value. 

rite  lirsi  two  .sections  stilfcr  from  the  usual  dilemma  of 
litiing  together  expert  presentations  jnepared  for  confer- 
ence and  disctission  into  a coherent  and  secpiential  written 
format.  In  this  the  book  fails  despite  the  excellent  intro- 
ductions by  the  editors.  The  subtitle  Giief,  Loss,  and  Lmo- 
tional  Disorders  in  the  Aging  Piocess  is  very  apt  for  all  ])re- 
.sentations  although  it  is  used  as  a heading  for  oidy  the  first 
.symposium.  The  list  of  authors  is  impressive  and  they  all 
live  up  ftilly  to  their  reputations.  That  the  book  does  not 
become  an  integrated  whole  is  not  a delicieucy  of  these 
.separate  papers,  and  maybe  reflects  the  current  state  of  psy- 
chiatric gerontology,  a field  to  which  very  few  psychiatrists 
and  psychoanalysts  have  devoted  .so  far  the  major  .share  of 
their  jrrofessional  energy  and  attention.  ,\s  a resource  for 
specific  topics  and  problems  of  aging  people  the  book  is 
highly  recommended. 

HEMATOLOGIC  PROBLEMS  //V  THE  ^En  BORIS. 
Edited  by  Friink  A.  Oski,  M.l).  and  J.  Lawrence 
ISainian,  M.l).  V ol.  IV  in  the  Series  Major  Problems 
in  Clinical  Pediatrics.  Alexander  J.  Schaffer,  Con- 
sulting Editor.  W.  B.  Saunders  Company,  Philadel- 
phia and  London,  1966.  294  pp. 

Reviewed  by:  .S.  C.  FINCH 

I bis  book  is  an  excellent  compilation  of  hematologic  in- 
formation, that  tistially  i.s  most  cliflictilt  to  locate  without  con- 
sulting a wide  vaiiety  of  references.  1 he  first  two  chapters 


;ue  devoted  to  the  jtrofotind  hematologic  adjttstments,  which 
occtir  dtiring  the  jrrenatal  and  neonatal  periods.  The  magni- 
tude and  rapidity  of  these  changes  is  such  that  this  succinct 
and  well  organized  presentation  of  the  normal  hematologic 
values  alone  is  of  considerable  reference  value.  The  re- 
mainder of  the  book  describes  both  hematologic  disorders 
which  arc  peculiar  to  the  newborn  and  the  untistial  newborn 
features  of  hematologic  illnesses  which  occtir  at  any  age. 
Fiach  subject  is  introduced  with  a brief  discussion  of  patho- 
genic mechani.sms  which  include  related  genetic  factors. 
Diagno.sis  and  treatment  are  dearly  outlined.  Numerous  stiin- 
ttiary  tables,  schematic  diagrams,  current  references  and  a few 
mit  rophotographs  give  first  class  support  to  the  text.  Some 
of  the  tables  and  figures,  however,  suffer  from  small  print 
size,  a rare  inaccuracy  and  unnecessary  detail.  Despite  these 
minor  criticisms,  the  book  is  highly  recommended.  It  should 
be  particularly  useful  to  pediatricians  and  hematologists. 
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Isadore  H.  Frietlberg,  Newington,  Chairman  j 

Committee  Chairmen  - 

Isadore  II.  Friedberg  - Newington  * 

State  Legislation  t 

Isadore  H.  Friedberg  Newington  - 

National  Legislation 


OFFICERS  OF  THE  SOCIETY 

1966-1967 


OR  VAN  W.  HESS,  President  New  Haven 

E.  TREMAIN  13 RADLEY,  President-Elect  Norwalk 

NORMAN  H.  GARDNER,  Vice-President  East  Hampton 

ISADORE  S.  GOLDBERG,  Treasurer  . Torrington 

WALDO  E.  MARTIN,  Secretary  Milford 

KENNETH  F.  BRANDON,  Speaker  of  the  House  of  Delegates  Hartford 

HENRY  CAPLAN,  Vice-Speaker  of  the  House  of  Delegates  Yalesville 

CHARLES  POLIVY,  Councilor-at-Large  Hartford 

IIELEGAIES  TO  THE  AMERICAN  MEDICAL  ASSOCIATION 

J.  ALFRED  FABRO  Torrington 

ELLWOOD  C.  WEISE,  SR.,  Alternate  Bridgeport 

MAX  CAPLAN  Meriden 

SIDNEY  CRAMER,  Alternate  Hartford 

NORMAN  H.  GARDNER  East  Hampton 

MICHAEL  A.  DEAN,  Alternate  Bridgeport 


COUNCILORS 


Motlical  Economics  Division 

Francis  D.  T.  Bowen,  Hartford,  Chairman  ! 

Committee  Chairmen  I 


Francis  D.  T.  Bowen  Hartford  I 

Medical  Care  of  Veterans  I 

M.  David  Deren  Bridgeport  1 

Medical  Economics  and  Insurance  1 

Howard  K.  Ente  Westport  * 

Third  Party  Payments 

Robert  R.  Berneike  New  Haven 

Dependents  Medical  Care 
Peter  J.  Scafarello  - Hartford 


Welfare,  Finance  and  Control 


Piiblicalioiis  Division 

Louis  II.  Nahum,  New  Haven,  Chairman 
Committee  Chairmen 

L Alfred  Fabro  Torrington 

Publications 

Louis  H.  Nahum  New  Haven 

Editorial,  Connecticut  Medicine 

Public  Relations  Division 

Luca  E.  H.  Celentano,  New  Haven  Chairman 
Committee  Chairmen 

Arthur  D.  Keefe  West  Hartford 

County  and  Local  Public  Relations 

Luca  E.  H.  Celentano  - New  Haven 

State  and  National  Public  Relations 


LOUIS  ROGOL  Fairfield  County 

STEVENS  J.  MARTIN  Hartford  County 

DAV'ID  A.  GRENDON  Litchfield  County 

JOHN  R.  EGAN  Middlesex  County 

FRANK  K.  ABBOT  - New  Haven  County 

HILLIARD  SPITZ  New  London  County 

DAVID  S.  HASTINGS  Tolland  County 

WILLIAM  M.  SHEPARD  Windham  County 

ASSOCIATE  COUNCILORS 

PAYSON  B.  AYRES  Fairfield  County 

JOHN  F.  NOLAN  Fairfield  County 

ARMANNO  W.  CICCARELLI  Hartford  County 

SIDNEY  L.  CRAMER  Hartford  County 

J.  ALFRED  FABRO  Litchfield  County 

RICHARD  F.  GRANT  Middlesex  County 

STEWART  J.  PETRIE  New  Haven  County 

KURT  PELZ  New  Haven  County 

CLIFFORD  E.  WILSON  New  London  County 

EDWARD  A.  PALOMBA  Tolland  County 

GEORGE  E.  ROCH  Windham  County 


Any  elections  taking  jtlace  at  the  annual  state  and  county  meetings  will 
not  be  published  until  the  June  Journal  because  of  publication  deadlines. 


Scieiilific  Aclivilies  Division 

John  P.  Simses,  Bridgeport,  Chairman 
Committee  Chairmen 

William  Mendelsohn  - New  Haven 

Cancer  Coordinating 

Kurt  Pelz  - Wallingford 

Aging 

John  P.  Simses  Bridgeport 

Eye  Care 

Hugh  K.  Miller  Stamford 

Maternal  Morbidity  and  Mortality 

Samuel  D.  Rowley  ™ Hartford 

Perinatal  Morbidity  and  Mortality 

John  E.  Thayer  Hartford 

State  Blood  Bank 


Socio-Eiiviroiiineiilul  Medicine 
Division 

Thomas  F.  Hines,  Wallingford,  Chairman 

Committee  Chairmen 

Abe  S.  Brown  Waterbury  * 

Accident  Prevention  ' 

John  Donnelly  Hartford 

Mental  Health 

Robert  W.  Butler  Waterbury 

Occupational  Health  | 

Marjorie  A.  Purnell  Rockville 

Public  Health  \ 

Thomas  F.  Hines  Wallingford  I 

Rehabilitation  | 

G.  S.  Gudernatch  Sharon 

Rural  Health  | 
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Connecticut  Medicin 

editorials 


Dr.  Fredrick  C.  Redlich  New 
Dean  Of  Medicine  At  Yale 

Dr.  Redlich,  chairman  ot  Yale’s  Celebrated  Psy- 
chiatry Department  and  Director  ol  the  Connecti- 
cut Mental  Health  Center  has  been  appointed 
Dean  of  the  Yale  School  of  Medicine  effective  July 
1st.  Dr.  Redlich  born  June  2nd,  1910  in  Vienna 
and  a refugee  from  Hitler’s  tyranny  will  become  the 
10th  Dean  of  the  Yale  School  of  Medicine  succeed- 
ing Dr.  Vernon  W.  Lippard  who  has  been  Dean 
since  1952.  President  Brewster  in  commenting  on 
the  appointment  said,  “Dr.  Redlich  deservedly  en- 
joys the  highest  respect  of  practitioners,  of  clinical 
investigators  and  of  medical  scientists.  Under  his 
leadership  Yale  will  have  a great  opportunity  to 
make  a clistinctive  contribution  to  the  training  of 
sophisticated  physicians  and  to  the  advancement  of 
the  art  and  science  of  medicine”. 

Two  parallel  trends  in  medical  education  and 
medical  practice  are  about  to  converge  under  the 
leadership  of  the  new  Dean.  One  is  the  drive  to  ex- 
pand biomedical  science  begun  by  Abraham 
Flexner  in  1910  which  led  to  a complete  reorienta- 
tion of  medical  school  faculties  towards  full  time 
investigators  and  teachers.  This  philosophy  was  in- 
troduced into  Yale  by  Dean  Milton  Winternitz  in 
1920  and  now  Yale  can  be  proud  of  a faculty  of 
outstanding  scientists  who  have  and  are  continuing 
to  add  to  the  sum  of  biomedical  knowledge. 

A second  trend  is  towards  the  recognition  of 
medical  practice  as  directed  towai  cls  a human  being 
who  is  sick.  But  a sick  person  is  not  alone  unto 
himself.  He  is  a part  of  a household,  which  is  a 
part  of  a community  which  is  a part  of  society. 
In  short  medicine  is  also  a social  activity.  The 
scientific  revolution  in  medicine  is  advancing 
rapidly  towards  the  solution  of  many  unsolved 
problems  including  genetic  and  environmental 
factors.  There  is  also  a psychologic  revolution  in 
progress  which  brings  man,  his  mental  and  emo- 
tional components  into  focus.  We  are  learning  how 
to  cure  sometimes,  to  relieve  often.  Now  in  Dr.  Red- 
lich’s  view  we  must  learn  how  to  comfort  always. 
Actually  this  has  been  the  stock  in  trade  of  every 

THE  COVER  


practicing  physician.  The  expansion  of  medical 
science  has  only  temporarily  diverted  attention 
Irom  the  person  to  his  sickness.  We  are  now  about 
to  go  back  to  the  sick  human  being  in  the  age  old 
tradition  of  Medicine. 

In  fact  this  idea  of  medicine  as  a science  and  art 
and  as  a social  activity  was  already  anticipated  by 
Dean  Winternitz  wlio  together  with  Robert 
Hutchins,  Dean  of  the  law  school  induced  the 
Rockefeller  Foundation  in  the  early  1920’s  to  build 
an  Institute  of  Human  Relations.  The  idea  was 
right  but  the  time  was  wrong— which  incidentally 
attracted  Dr.  Redlich  to  New  Haven.  The  Institute 
had  little  impact  on  the  Medical  School.  A develop- 
ment where  scholars  from  the  behavioral  sciences 
and  public  health  could  co-operate  with  biomedical 
scientists  to  expand  our  knowledge  of  human  be- 
havior and  man’s  relation  to  his  environment  be- 
came possible  only  more  recently.  At  Yale  the  new 
trend  was  recognized  in  the  late  50’s  in  the  form 
at  first  of  social  psychiatry.  In  1958  Doctors  Redlich 
and  Hollingshead  published  their  now  classic  study 
“Social  class  and  mental  illness”  which  revealed 
marked  differences  in  treatment  and  care  of  men- 
tally ill  persons  in  different  social  classes.  Since  then 
much  co-operative  research  and  teaching  by  Yale’s 
faculty  in  medicine  and  the  social  sciences  has  been 
jrroduced. 

It  is  clear  we  are  in  a period  of  scientific  and 
social  revolution  and  readjustment  and  as  Dr.  Red- 
lich points  out  “the  challenge  of  the  Yale  School 
of  Medicine  is  to  produce  compassionate,  scientific 
and  socially-responsible  physicians”.  (Note  the 
order  in  which  he  places  these  qualifications)  . This 
means  we  need  a redefinition  of  the  place  in  the 
healing  profession  that  the  majority  of  physicians 
should  fill.  It  means  the  necessity  of  selecting  and 
training  those  who  are  fit  to  fill  it.  The  production 
of  physicians  who  will  combine  scientific  excel- 
lence in  scientific  training  with  the  ability  to  see 
their  patients  not  as  cases  but  as  human  beings  in 
a social  setting  is  what  Dr.  Redlich  has  always 
wanted. 

To  accomplish  this  aim  he  will  need  to  reorient 
curricnlum.  From  the  beginning  the  medical  stud- 


The  management  of  pulmonary  disease  begins  with  clinical  and  jrhysiological 
appraisals.  The  physiological  test  is  the  direct  determinant  for  treatment. 
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till  will  h;i\e  lo  lit  tiiii^hl  (leditatioii  lo  huinaii 
inlertst  aiul  iiiulei staiKliii<<  ol  ilit  |)aUeiil  as  a 
person.  Students  will  need  lo  be  selected  on  total 
|jers(jiiality,  based  on  determination,  human  in- 
terest, dedication,  kindliness  and  curiosity  as  well 
as  !>rades. 

Dr.  Redlich  reali/es  that  the  educational  jirocess 
ol  students  may  well  have  to  be  reoriented  away 
Irom  huts  alone  towards  how  to  reason  about 
disease  processes  with  tlie  sick  human  being  always 
in  locus.  This  does  not  deny  that  a very  sound 
scientific  louiulation  is  ol  the  utmost  importance. 
T he  sheer  weight  of  expaiuling  knowledge  means 
that  the  medical  curriculum  must  become  either 
longer  or  more  efhc  lent  and  more  selective.  Klectives 
will  jjlay  a larger  role.  I here  must  also  be  made 
provision  lor  relreshment  oT  graduates. 

E.vperiments  ol  this  kind  are  alreadv  in  pro- 
gress. .At  W^estern  Reseive  consideration  of  organ 
systems  from  anatomic  physiologic  and  molecular 
aspects  have  the  advantages  of  coidronting  students 
with  patients  at  an  early  stage.  Diagnostic  methods 
from  history  taking,  j^hysical  e.xamination  on  to- 
waitls  laboratory  methods  mav  come  to  be  con- 
sidered in  a single  course.  Very  important  in  Dr. 
Redlich’s  view  is  the  need  for  regular  re-evaluation 
of  the  educational  process  and  experimentation 
with  newer  methods  such  as  programmed  instruc- 
tion. He  knows  well  that  academicians  like  others 
tend  to  cling  to  \ested  interests. 

Medical  Ethics  will  probablv  receive  renewed 
interest.  Human  exjjerimentation,  the  meaning  of 
death,  transplantation  of  organs,  the  meaning  of 
the  legal  contract  between  the  patient  and  his 
doctcjr,  problems  involved  in  informed  consent  tire 
some  areas  in  which  the  graduate  in  medicine  finds 
himself  completely  disoriented  when  he  enters  the 
field  of  |jractice.  In  other  words  we  need  a liaison 
between  Medicine  and  l.aw. 

Decent  medical  care  without  knowledge  of  the 
patient  and  his  home  environment  is  now  hard  to 
imagine.  Without  recognition  of  the  doctors  jnob- 
lem,  a medical  educational  institution  may  itself 
suffer  some  ineffectiveness  in  the  jjursuit  of  medical 
excellence  and  at  the  s:une  time  produce  a feeling 
of  alienation  from  the  Medical  School  ami  hospital 
amongst  some  community  physicians.  This  is  all 
fully  ap|Jieciated  by  the  new  Dean  who  “would  like 
to  denote  much  time  to  understanding  the  prob- 
lems which  trouble  community  physicians  and  will 
do  my  best  to  find  solutions”.  W'e  wish  him  success 
in  his  new  assignment  “to  make  \’ale  I'niversity 
School  of  Metlicine  :i  place  of  unsurjiassed  excel- 
lence” by  reorienting  the  curriculum,  by  introduc- 
ing humanism  into  medicine  ami  successfully 
bridging  the  gap  between  the  community  physicians 
and  the  School  of  Medicine. 

1 ,H.\. 


Science  Tools:  23.  The  Lung  Scan 

l.ung  scanning  is  a simple  useful  clinical  tool 
clone  at  the  bedside  without  any  morbidity  to 
the  j)alient.  .Mishkin  has  performed  over  ,^()  lung 
scans  on  a .selected  hospital  population.  T hey  first 
give  a m.l.  ol  lugols  solution  to  block  the  thyroid 
gland  Irom  taking  up  fi'*i  which  is  used  in  the 
lung  scan.  total  ol  ‘500  microcuries  macroag- 
gregiited  iodinated  I’-*'  serum  albumin  is  injected 
intravenously  with  the  patient  supine,  d'his  gives 
a lairly  uniform  distribution  of  activity  in  normal 
individuals.  Immediately  following  the  injection 
the  jiatient  is  placed  in  the  prone  position  and 
lungs  are  scanned  from  the  posterior  aspect.  The 
lesultant  photoclot  sc;m  is  then  compared  with  a 
suitable  chest  film. 

.Macroaggregated  iodinated  I'-'*'  serum  ablmnin, 
is  nonantigenic  and  when  injected  provides  only 
a temporary  arteriolar  blockade.  The  blockade  is 
temporary  because  the  macromolecules  are  buffeted 
and  eroded  by  the  plasma  and  its  constituents  in 
a hall-time  ol  .a-10  hours  and  within  -18  hours  80 
per  cent  ol  the  radioactivity  is  excreted  in  the 
m ine.  During  the  temporary  blockade  only  a maxi- 
mum of  ,5  per  cent  of  the  pulmonary  arterioles 
normally  nundiering  227  billion  may  be  occluded 
with  routine  dosage  schedules,  liy  this  means  we 
h;ive  :i  simple,  ticcurate  and  thus  far  innocuous 
means  for  studying  regional  blood  flow  in  the 
lungs. 

Ehe  vessels  tvhich  are  primaiily  studied  are  the 
pulmonary  arterioles  which  are  encl-ve,s.sels  under 
normal  circumstances  sujj])lying  the  respiratory 
bronchioles  alveolar  ducts  and  alveoli. Ehere  is 
a potential  collateral  circulation  through  the 
bronchial  arterial  system  which  explains  why  in- 
farction lately  occurs  even  with  complete  occulu- 
sion  of  the  pulmonary  artery  although  atelectasis 
will.  Obviously  blockade  of  a proximal  pulmontiry 
artery  prevents  normal  regional  jierfusion  of  a part 
of  the  alveolar  surface  and  will  show  up  as  a blank 
area  in  the  lung  scan. 

Hypoxemia  from  whatever  cause  leads  to  pul- 
monary vasoconstriction  so  that  an  unvetitilated 
area  will  have  reduced  [lerfusion.^  Loss  of  perfu- 
sion will  of  course  lead  to  reduction  of  the  alveolar 
p(X)-  since  the  usual  source  of  CO-,  the  venous 
blood  is  not  prevsent.  A lowered  alveolar  pCO- 
through  bronchoc onstric  tion  thus  leticls  to  decreased 
ventilation.  .\ny  condition  then  which  can  cause 
local  pulmonary  hypoxia  will  lead  lo  a more  or 
le.ss  decreased  pulmonary  perfusion  and  this  will 
show  iij)  in  the  lung  scan. 

It  is  also  important  to  consider  the  position  ol 
the  patient  during  injection  of  the  albumin 
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because  lack  of  filling  of  the  regional  pulmonary 
vasculature  not  only  occurs  in  mechanical  arterial 
occlusion  but  also  in  physiologic  pulmonary  vaso- 
constriction secondary  to  reduced  ventilation.  In 
the  normal  person  sitting  up,  the  lower  portion  of 
the  lung  is  perfused  more  than  the  upper.  If  the 
patient  is  placed  in  the  supine  position  or  first 
exercised,  this  slight  gravitational  effect  is  over- 
come and  now  perfusion  is  ecpial  in  both  upper 
and  lower  lung  fields. 

People  with  significantly  increased  pulmonary 
blood  flo-w  as  in  left  to  right  shunts  have  approxi- 
mately equal  perfusion  of  the  iqrper  and  lower 
lung  fields  much  like  an  exercising  normal  person. 
On  the  other  hand,  people  with  increased  pul- 
monary venous  pressure  as  in  emphysema,  mitral 
stenosis  and  left  ventricular  failure,  may  have  de- 
creased perfusion  of  their  low'er  lung  fields  as  com- 
pared to  the  upper  lung  fields  because  of  vaso- 
constriction of  the  lower  limg  field  vessels. 

Mishkin^  has  found  the  lung  scan  usefid  in 
evaluation  of  pidmonary  embolism  regardless  of 
■ivhether  it  is  large  and  sitigle  or  small,  widespread, 
and  multiple.  It  has  also  been  found  useful  in 
evaluation  of  regional  perfusion  in  emphysema, 
cancer,  atelectasis,  jjneitmonia  and  after  operations 
to  relieve  congenital  pidmonary  stenosis.  In  pul- 
monary artery  occulsion  the  scan  is  accurate  even 
though  the  chest  x-ray  may  be  unimpressive. 

At  this  point  it  is  useful  to  recall  that  the  pitl- 
monary  circulation  performs  several  functions. - 
Primarily  it  is  thought  of  as  a means  of  gas  ex- 
change. However,  it  also  serves  as  a blood  reservoir 
for  the  left  side  of  the  heart,  as  a source  of  nourish- 
ment to  the  structures  of  the  lung  beyond  the  ter- 
minal bronchioles,  as  a means  of  removing  Iluid 
from  the  alveoli  to  facilitate  gas  exchange.  Finally 
the  pulmonary  circidation  acts  as  a filtration  system 
which  prevents  particulate  matter  from  entering 
the  systemic  circulation.  It  is  this  last  function 
which  provides  the  basis  for  clinical  lung  scanning. 

L.H.N. 
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Pulmonary  Blood  Volume 

“ the  lungs  are  made  by  Nature  as  if 

for  a storehouse  of  blood,  so  that  it  may  con- 
stantly in  turn  give  forth  blood  to  the  heart, 
which,  thence  driven  into  the  whole  body  by 
continued  circulation  may  impart  life  and 
motion  to  everything—] . Young:  Malpighi’s 
De  Pulmonibus”  (1661)  Proc.  Royal  Soc.  Med., 
23:  7,  1929. 

Malpighi  who  apparently  started  our  interest  in 
the  pulmonary  blood  volume  simply  inflated  the 
frog’s  lung  and  measured  the  amount  of  blood  dis- 
placetl  from  the  lung.  It  was  a qualitative  method, 
applied  by  many  subsequent  investigators  without 
further  advancing  our  knowledge  about  the  pul- 
monary blood  volume.  Quantitative  measurements 
became  possible  with  the  advent  of  the  heart-lung 
preparations  at  the  turn  of  the  century.  What  the 
pidmonary  blood  volume  was  in  the  intact  animal 
and  man  required  more  exact  methodology. 

The  prospect  of  solving  this  problem  came  in 
the  1920’s  with  the  introduction  of  the  indicator- 
dilution  technic.  This  method  also  has  its  limita- 
tions because  it  includes  blood  with  which  dye  has 
mixed  and  excludes  stagnant  and  sequestered  blood. 
And  so  the  method  works  in  normals,  but  this  is 
no  way  of  predicting  how  the  volumes  and  their 
meanings  are  affected  either  by  drastic  experiment- 
al conditions  or  by  clinical  disorders  of  the  heart 
and  lungs. 

Another  method  to  quantitatively  estimate  the 
pulmonary  blood  volume  now  available  is  the  use 
of  chronically  implanted  electromagnetic  flow 
probes  in  animals  around  the  pidmonary  artery 
and  pulmonary  veins. 

Traditionally  the  lung  is  pictured,  as  did  Mal- 
pighi, as  a blood  depot  operating  to  ensure  an  un- 
interrupted supply  of  blood  to  the  left  ventricle 
during  acute  disturbances  in  venous  return,  such 
as  those  produced  by  breathing,  change  in  posture 
and  exercise.  Clearly  the  volume  in  the  lungs  at 
any  instant  depends  on  a balance  between  inllow 
and  outflow  as  determined  by  the  respective  actions 
of  the  two  ventricles.  A very  significant  additional 
element  is  the  distensibility  characteristics  of  the 
pulmonary  vascular  tree.  The  pulmonary  circula- 
tion operates  at  a low  pressure,  is  highly  distensible. 
It  is  obvious  that  varieties  in  ventilation,  in  total 
blood  volume  and  in  vasomotor  activity  would 
exert  considerable  influence  on  the  volume  of 
blood  in  the  pulmonary  vascular  tree.  We  have  yet 
to  learn  whether  the  distensibility  characteristics 
of  the  pulmonary  vasculature  are  affected  by  au- 
tonomic activity. 

Even  though  the  methods  available  for  deter- 
mining pidmonary  blood  volume  are  subject  to 
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error  introdiued  by  experimental  conditions  and 
clinical  abnormalities  tve  know  that  in  normal  sid)- 
jects  the  pnhnonary  blood  volume  is  approximately 
10  per  cent  of  the  total  blood  volume.  It  is  signi- 
ficant that  with  newer  methods  such  as  dilution 
indicator  techniques  and  magnetic  How  prol)es,  the 
volume  turns  and  to  be  exactly  as  was  established 
long  ago  by  direct  measurements  in  the  heart-hing 
|)reparation. 

riiis  is  not  of  (onrse  an  argument  against  the 
pursuit  of  more  sophisticated  technics  in  the  solu- 
tioti  of  physiological  phetiometia,  but  it  does  re- 
mittd  otie  of  a more  strikitig  story  aboitt  the  stroke 
vohttne.  Harvey  iti  1(128  measured  the  capacity  of 
a left  vetitricle  at  post-tnortetn  loittid  that  it  was  a 
bit  over  (10  m.l.  atid  concluded  that  this  was  the 
stroke  volume.  I’hree  and  a half  cetitnries  later 
atul  with  highly  developed  tiew  techtiitjites  to  mea- 
sure the  cardiac  otttjtut,  the  stroke  volume  in  a 
normal  man  at  rest  is  found  to  be  somewhat  over 
(10  m.l.! 

Asitle  from  the  Itings  as  a blood  depot,  there  is 
the  problem  of  its  blood  reservoir  as  the  site  of 
stretch  receptors.  Such  receptors  in  the  intra 
thoracic  portion  of  (he  circulation  have  been 
postidated  as  devices  for  signalling  the  degree  of 
distension  of  the  atria  and  venoatrial  junctions  and 
for  rellexlv  modifying  the  vasomotor  behavior  of 
the  heart,  the  systemic  resistance  vessels  and  the 
kidney.  Such  relle.xes  have  been  described  long  ago 
by  Rainbridge,  McDowall,  Hering  and  others. 
What  mechanisms  are  operative  during  acute  ex- 
perimental engorgement  and  during  chronic  pul- 
monary congestion  are  not  yet  clear.  Clarification 
will  reqtiire  more  reliable  technics  to  meastire  not 
only  the  pulmonary  blood  volume  but  also  to  de- 
termine the  degree  of  ilistention  of  the  individual 
cardiac  chambers  as  well  as  the  consectuive  seg- 
ments of  the  pulmonary  ciretdation. 

•\  third  problem  of  the  ptdmonary  blood  vol- 
ume is  how  the  congested  lungs  perform.  It  has 
been  known  for  a long  time  that  lungs  become 
stifiened  by  either  acute  or  chronic  engorgement. 
We  have  also  apjireciated  that  this  diminished  com- 
])liance  of  the  engorged  lung  .somehow  helps  (o 
set  the  breathing  pattern  and  is  also  involved  in 
the  genesis  of  dysjmea.  Patients  with  dironic  pid- 
monary  congestion,  because  of  their  expanded  pid- 
monary  blood  volume  have  reduced  compliance, 
btU  they  also  have  residtant  fibrosis  and  other  ana- 
tomic changes  which  reduce  further  the  already 
lowered  pulmonary  conqiliance  from  engorgement. 
,\s  the  anatomic  changes  progress,  they  leatl  to 
obliteration  of  the  dependent  parts  of  the  jnd- 
nionary  tree.  As  the  anatomic  restriction  grows  one 
(onsecpience  may  be  a normal  blood  volume  despite 
high  pulmonary  vasctilar  pressures. 


A fourth  area  of  clinical  interest  in  pulmonary 
blood  volume  is  how  to  determine  the  partition 
into  its  \arious  fractions,  large  and  small  fractions 
venous  and  arterial  portions.  The  methods  to  de- 
termine the  jnilmonary  arterial  blcxid  volume  are 
still  inaccurate  but  it  can  be  approximated  to 
20-25  per  cent  of  the  total  pulmonary  volume. 

One  can  see  that  the  ptdmonary  blood  volume 
has  been  and  continues  to  be  a subject  of  interest 
Irom  any  diflerent  jioints  of  view:  the  role  of  the 
lungs  as  a blood  depot,  the  blood  reservoir  as  the 
site  of  stretch  receptors,  the  performance  of  the 
congested  lung  and  the  jxirtition  of  the  ptdmonary 
blood  volume.  It  seems  likely  that  the  next  few 
years  will  see  introductions  of  fresh  technics  and 
further  darificatiems  of  the  physiological  and 
patho-physiological  roles  of  the  j:)idmonary  blood 
\ ohime. 

L.II.N. 
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Thymostatin:  A Thymic  Hormone 
That  Inhibits  Lymphocyte 
Proliferation 

Recently  from  Professor  Abraham  ^Vhite’s 
Laboratory  at  Albert  Einstein  College  of  Medicine 
came  a report  of  the  isolation  and  purification  of 
Ehymosin  from  calf  thymus,  which  caused  rapid 
lymphocyte  proliferation  both  in  vitro  and  in 
\ivo.i  In  the  course  of  their  purification  of  d’hy- 
mosin,  another  fraction  was  isolated  which  in 
cc^ntrast  to  the  stinudating  effect  of  I'hymosin 
markedly  inhibited  both  in  vivo  and  in  vitro 
lymphocyte  proliferation.  In  their  most  recent  re- 
port- they  describe  how  to  isolate  this  factor  bio- 
chemically and  its  inhibiting  elfect  on  incorpora- 
tion ol  labelled  nucleosides  in  vitro  in  other  cell 
types  both  lymphoid  and  non-lymphoid  alike.  Ehe 
isolation  of  both  'Ehymosin  and  I'hymostatin,  was 
achieved  by  saline  extraction,  nltracentrifugation, 
followed  by  a heat  step,  acetone  precipitation,  or- 
ganic solvent  extraction,  gel  fdtration  and  ion  ex- 
change chromatograj)hy. 

There  have  been  a number  of  investigators  whcj 
re|)ortecl  the  isolation  of  thymic  tissue  preparations 
that  inhibited  celhdar  metabolism  both  in  vivo  and 
in  vitro.  Several  of  these  prochicts  have  been  char- 
acteri/ed  clinically  as  histones  or  basic  pepticles.- 
Lhe  effect  of  these  sidistanccs  on  incorporation  of 
labelled  prectirsors  into  DNA,  RNA  and  proteins 
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;tre  well  documented.  The  difficulty  has  been  how- 
ever that  the  mechanism  ot  their  action  apjjetired 
to  be  complex  and  not  completely  understood.  The 
cellular  inhibitions  of  these  preparations  include 
several  metabolic  functions  ranging  from  transport 
and  oxidative  phosphorylation  to  a possil)le  role 
in  the  transcription  and  control  ot  genetic  infor- 
mation. 

In  addition  certain  products  exhibited  an  ;inti- 
biotic  activity.  Thus  Dubos  and  Hirsch'^  reported 
the  isohition  of  a basic  water  soluble  pe])tide  Irom 
calf  thymus  that  under  specific  conditions  in  vitro 
possessed  potent  anti-mycobacterial  activity.  Then 
there  is  the  tvork  of  Szent-Gyorgi  on  reline, ‘ ;i 
methylglyoxyl  derivative,  that  was  cytotoxic  to 
various  cancer  cells  in  vitro  and  ;dso  inhibited 
tumor  growth  in  vivo. 

Most  recently  in  ;i  report  of  a conlerence  it  was 
slated  that  Hinsha^v  and  Jolly®  isolated  lysine  ;iucl 
arginine-rich  peptides  which  cvhen  iniecled  into 
mice  inhibited  the  growth  of  transplanted  sarcoma- 
180  or  C-fi  myeloma  tumors.  Also  Holubeck'’  has 
j)reparecl  from  nuclei  of  Ehrlich  ascites  cells  ar- 
ginine and  lysine-rich  histones.  The  arginine-rich 
histone  suppressed  the  incorportuion  ol  labelled 
uridine  or  Thymidine  into  Ehrlich  ascites  cells, 
whereas  the  lysine-rich  histone  stimulated  the  in 
vitro  incorporation  of  uridine  and  'Ehymidine  by 
the  same  Ehrlich  ascites  cells. 

On  the  basis  of  chemical  compcrsition  and  bio- 
chemical action  in  vitro,  Thymostatin  does  not 
appear  to  be  identical  wdth  any  ot  the  previously 
described  inhibitory  substances  from  thymic  tissue. 
The  amino  acid  composition  of  Thymostatin  does 
not  resemble  that  of  a histone  and  its  biochemical 
effects  are  more  restricted  since  it  inhibits  only  the 
incorporation  of  nucleosides  under  the  conditions 
of  the  assay  used.  The  thymic  peptide  of  Dubos 
and  Elirsch  is  acetone  insoluble  and  does  not  con- 
tain carbohydrate.  Szent-Gyorgi’s  retine  is  very  un- 
stable, volatile  and  extractable  in  chloroform.  Thy- 
nujstatin  is  stable  not  volatile  and  is  not  soluble  in 
chloroform.  The  last  but  not  least  significant  point 
of  diflerence  betw'een  Thymostatin  and  the  other 
substances,  is  that  effects  of  Thymostatin  can  be  re- 
moved by  washing  the  cells.  Ehymostatin  ellects 
in  other  worcls  are  readily  reversible. 

The  biological  activity  of  'I'hyniosin  and  Thy- 
mostatin is  such  that  the  two  substances,  having 
opjjosite  effects,  c;in  be  titrated  against  each  other. 
Based  on  protein  concentration,  Thymostatin  is 
significantly  more  potent  than  I’hymosin  in  the 
present  state  of  purity  of  each,  lu  order  to  jnevent 
lymphocyte  prf)lileration  in  mesenteric  lymph 
nodes,  approximately  ten  times  ;is  much  Thymosin 
is  needed  in  the  incubation  medium. 

d'he  biochemist  looks  at  this  great  discovery  and 
ihinks  Thynioslalin  should  jnove  to  be  nsehd  for 


elucidation  of  jjrocesses  regulating  the  synthesis  of 
macromolecules,  because  while  it  inhibits  precursor 
incorporation  of  DN.V  and  RNA  it  does  not  pre- 
vent protein  synthesis.  It  is  further  Avarranted  to 
postulate  that  I'hymosin  and  I’hymostatin  aie 
humoral  agents  that  have  ;i  role  in  the  homeostatic 
regulation  of  lymphoid  tissue  structure  and  func- 
tion. 

The  ciinician  would  fike  to  feajj  forward  a bit. 
'Ehymostatin  also  iidiibits  other  cell  types  such  as 
rabbit  thymocytes,  lal  lymphostncoma  cells  ;uul  He 
La  cells  in  tulclition  to  mesenteric  lym])h  node  cells. 
\\c  wonld  like  to  see  what  Thymostatin  does  tc> 
lym])hocytic  leukemia,  to  lymphosarc cnmi  to  lupus 
erythematosus.  But  eve  must  wail  since  the  re- 
setirchers  tell  us  “other  possible  ellects  of  this 
preparation  in  vivo  and  its  relationship  to  Ehy- 
mosin  ;incl  other  celhdar  control  mechanisms  ;ire 
piesenlly  under  investigation.” 

L.H.N. 
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Acute  Myocardial  Infarction 
And  Hyperglycemia 

Hyperglycemia  is  often  as.sociatecl  evifh  ticufe 
myociirdial  infarction.  This  phenomenon,  long 
known,  is  generally  accepted  as  ;i  common  oc- 
currence  since  Gruikshank’s  report  in  193T  and 
many  cemfirmatory  reports  since.-  ^\dlat  its  possible 
signiluance  is  and  what  its  relationship  is  to  dia- 
betes mellitus  forms  the  basis  of  a recent  report 
by  Daley  and  Nttnchi®  on  1(17  patients  evith  acute 
myoctnclial  infarction  that  cvere  ctirel Lilly  studied 
lot  disturbed  ctirbohydraie  metabolism  soon  after 
admission  to  the  hospital  and  periodically  ihere- 
iifter.  Idle  usual  criteria  for  existence  of  normal 
tincl  cliitbetic  responses  cvere  followed  by  determin- 
ing urinary  glucose,  blood  glucose  and  ghtcDse 
tolerance  curves.  Ehe  authors  cvere  carelul  mat  to 
coidiise  the  btisic  problem  by  eliminating  from  the 
study  those  patients  that  cvere  known  to  Inive  cliti- 
betes,  or  a family  history  of  diabetes  or  were  re- 
ceiving ihia/icle  dinretics. 
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when  he  just;  can’t  sleep 

Tuinal 


One-Half  Sodium  Amobarbit;al  and 
One-Half  Sodium  Secobarbital 
supplied  in  1%,  and  3-grain  Pulvules® 


Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
asleep  al!  night. 

Indications:  Tuinal,  comprised  of  equal  parts  of  Seconal® 
Sodium  [sodium  secobarbital,  Lilly]  and  Amytal®  Sodium 
[sodium  amobarbital,  Lilly],  is  indicated  for  prompt  and 
moderately  long-acting  hypnosis.  Not  suitable  for  con- 
tinuous daytime  sedation. 

Contraindications:  Barbiturates  should  not  be  adminis- 
tered to  anyone  with  a history  of  porphyria,  nor  should 
they  be  given  in  the  presence  of  uncontrolled  pain,  be- 
cause excitement  may  result. 

Warning;  May  be  habit-forming. 

Precautions:  Tuinal  should  be  used  cautiously  in  pa- 


tients with  decreased  liver  function,  since  prolongation 
of  effect  may  occur. 

Adverse  Reactions:  Idiosyncrasy,  such  as  excitement, 
hangover,  or  pain,  may  appear.  Hypersensitivity  reac- 
tions occur  in  some  patients,  especially  in  those  with 
asthma,  urticaria,  or  angioneurotic  edema. 

^ Dosage:  1 14  to  3 grains  at  bedtime. 


Additional  information  available  to  physicians  upon  request. 
Eli  Lilly  and  Company  • Indianapolis,  Indiana  46206 


700695 


Several  lads  were  dearlv  sul)slantialed.  In  a high 
])i'()|)orlion  ol  eases  ol  acute  iiiyocartlial  inlarction 
there  lollows  an  iinmediaie  disturbaiue  ol  carbo- 
hydrate nietaitolism.  Sixty-five  per  cent  ol  Datey 
and  Panda’s  cases  showed  initial  hyperglycemia 
which  persisted  lor  one  Aveck.  At  the  end  ol  a 
month  it  Avas  louncl  iti  tAventy-nine  per  cent.  Ol 
(ilty-seven  cases  tested  alter  one  to  two  years  the 
incidence  ol  hyperglycemia  had  declitied  from  70 
to  31.7)  pet  cent.  Ol  these  latter  17.5  per  cent  had 
abnoinial  glucose  tolerance  ctUA'es  l)ut  no  clinical 
diai)etes,  Avhile  I I per  cent  developed  clinical  dia- 
betes. .\11  normal  controls  remaitied  normogly- 
cemic. 

The  study  lurther  reveals  that  lasting  blood 
sugar  levels  excejtt  in  a minority  did  not  clemoti- 
strate  the  abnormality  in  carbohydrate  metabolism 
Avhich  hoAvever  became  apparent  only  Iry  post- 
prandial tests  ;ind  glucose  tolerance  tests.  As  Avas 
to  be  expected,  the  incidence  ol  h) perglyccmia  Avas 
higber  in  persons  over  lilty  yettrs  ol  age.  Further- 
more the  extent  ol  cardiac  damage  seemed  to  play 
no  role  nor  did  obesity  in  the  leAV  patients  louncl 
in  the  series. 

C.lncose  tolerance  is  knoAvn  to  decrease  with  acl- 
\ancing  age  especially  in  subjects  over  lilty.-^  Fhe 
higher  incidence  ol  clistnrlted  carbohydrate  metab- 
olism in  Datey  and  Panda’s  ctises  may  partly  re- 
flect the  eflect  ol  age  on  gluco.se  tolerance.  Whether 
this  is  a physiologic  manilestation  ol  the  aging 
proccAss  or  Avhether  it  denotes  diabetes  mellitus  in 
the  accejjted  sense  has  not  yet  been  finally  estal)- 
lished.  Fhe  relation  ol  hyperglycemia  to  diabetes  is 
cjuite  variable  in  reports  in  the  literature.  In  gen- 
eral hoAvever  abnoiinal  curves  did  not  all  remain 
so.  1 hey  declined  Irom  .sevetity-three  to  lorty-three 
per  cent  alter  six  months  ;incl  alter  tAVo  to  three 
years  tAvetity-seven  per  cent  still  had  abtiormal  glu- 
cose tolerance  curves  but  not  clinicttl  diabetes. 

Fhe  normal  j)atients  remaitied  normal  even  alter 
age  fifty,  not  one  developitig  diabetes.  Ol  the  ah- 
normal  ones  tint  ty-eight  per  cent  shoAved  transitory 
hypei glycemia  Avhich  had  no  relation  to  diabetes 
mellitus.  J his  means  that  one  nutst  not  be  too 
cjuick  to  make  ;t  diagnosis  ol  diabetes  for  at  least 
a month  ;tlter  an  acute  myocardial  inlarction.  Eveti 
alter  this  period,  glucose  tolerance  curves  should 
l)c  studied  every  lew  montlis  in  the  initial  hyper- 
glycemic patient  before  labelling  a case  as  having 
diabetes  mellitus.  Ilcnvever  lourteeti  per  cetit  ol 
all  patietits  liaci  latent  diabetes  uumaskeci  during 
acute  myocardial  inlaiction  by  exhibiting  diabetic 
gluccise  tolerance  curves. 

1 here  have  beeti  various  mechanisms  postulated 
to  accenmt  lor  the  high  incidence  ol  hyperglycemia 
alter  acute  myocaiclial  inlarction.  One  considers  the 
|)ossibility  ol  coexisting  at  tei  iosc  lerotic  clegenera- 
lion  ol  the  pancreas,  .\nother  holds  that  chest  |)ain 
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stress  is  sufiicient  to  increase  tidrenocortical  produc- 
tion. Recently  V'alhince-OAven  and  .\shton'’  Icmncl 
incietised  insidin  antagonism  that  persisted  lor  as 
much  as  three  months  alter  the  ;icute  attack.  Fhis 
luuling  is  consistent  Avith  the  idea  ol  a transient 
incretise  iti  adrenocortical  limction. 

Fhe  lesson  to  the  jdiysicittti  avIio  treats  a patient 
lor  acute  myocardial  inhirction  especially  if  the 
patient  is  over  hlty  years  ol  age  is  clear.  Any  pa- 
tient Avith  acute  myocardial  inlarction  should  have 
a post  prandial  blood  sugar  test  and  if  it  proves 
to  be  above  normal,  the  patient  should  from  then 
on  have  lile  time  supervision.  .Such  a patient  shoidcl 
take  the  usual  dietary  precautions  lor  protection 
against  the  development  ol  active  diabetes.  Fhe 
l)hysician  Avill  certaiidy  recommend  avoidance  ol 
sAveets  in  any  lorm  and  il  the  patient  is  overweight, 
he  should  be  urged  to  limit  the  total  food  con- 
sumption as  an  important  measure  against  develop- 
ment ol  overt  diabetes. 

Fcptally  imjiortant  prophylactically  is  the  need 
lor  post-prandial  tests  ol  the  urine  and  blood  sugar 
determinations  periodically  aiul  especitilly  at  any 
time  ol  stresslid  situations.  Fhere  is  ol  course  no 
cause  lor  pessimism  il  a patient  is  louncl  to  have 
hyperglycemia  alter  acute  mycacardial  inlarction, 
since  the  majority  ol  such  ^Jatients  actually  are  not 
diabetic.  At  the  same  time  such  a finding  should 
alert  the  jihysician  and  the  patietit  to  the  need  lor 
precaut  ions. 

L.H.N. 
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Artificial  Materials  In  Surgery: 

In  Cardiovascular  Disease 

Fhe  c ;u  clioA  ;isc  ttlai  system  is  the  objec  t ol  the 
neAvest,  Aery  sttccessltil  and  most  clrttmatic  invasion 
hy  the  sttigical  imjrlantor  ol  artilichil  materials, 
ctncl  much  has  been  learned  concerning  the  late 
ol  aiteiial  pro.stheses.  .\I;iny  btisic  biologictil  ob- 
serxations  have  yet  to  be  niticle  hoAvever  before 
exact  spec  ilicat  ions  ol  c;u  cliovttscttlar  prostheses 
c an  be  esltiblished. 

.Mttny  imphints  consist  of  tAVO  or  more  types  ol 
maleiitds.  Foi  example  valve  implants  consist  ol  ;i 
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metallic  cage,  a solid  plastic  wall  and  a sewing  ring 
of  textile.  The  fate  of  solid  metal  implants  would 
be  related  to  the  chemistry  at  the  implant  site 
while  healing  is  determined  primarily  by  physical 
porosity  of  the  arterial  wall.  Then  there  are  the 
complications  in  cardiovascular  implants  such  as 
fibrin  deposits  which  must  be  avoided  since  they 
interfere  with  healing  and  contribute  to  possible 
embolus  formation. 

In  the  heart,  implantation  of  cardiac  valves,  fill- 
ing of  mural  or  septal  defects  and  implantation  of 
permanent  pacemakers  are  now  regularly  practiced 
in  many  centers  in  this  country.  Prosthetic  devices 
to  assume  the  pumping  function  of  the  heart  will 
come  but  are  now  in  the  developmental  stage. 

The  first  artificial  valve  was  the  Hufnagel  valve 
placed  in  the  descending  aorta  for  cases  of  frank 
regurgitation.  It  was  a complete  valve  in  a Incite 
housing,  around  which  the  aortic  ends  fit  tightly. 
The  next  one  was  the  Starr-Edwards  valve,  a metal- 
lic ball  retaining  cage  which  is  made  of  a cobalt- 
chromium-molybdenum  alloy.  It  is  very  hard,  re- 
sistant to  corrosion  and  mechanical  wear  and  pre- 
vents fibrin  deposition  when  in  contact  with  blood. 
Inside  the  cage  is  a solid  ball  of  silicone  and  around 
the  base  of  the  retaining  cage  is  a cuff  of  textile  of 
knitted  polytetra  fluoroethylene.  The  textile  is 
used  for  direct  suture  to  the  annulus  of  the  aortic 
ring  after  resection  of  the  aortic  valve. 

Some  of  these  valves  are  still  functioning  after 
five  years  but  there  is  still  a rate  of  embolism  of 
ten  to  fifteen  per  cent  and  there  is  some  residual 
systolic  gradient  especially  in  small  diameter  valve 
rings.  There  are  other  problems  such  as  decreased 
survival  time  of  red  cells.  Clearly  refinements  in 
hydraulic  design  and  method  of  fixation  to  allow 
optimal  healing  without  embolism  are  still  ne- 
cessary. Experience  with  pliable  valve  leaflets  of 
textiles  has  been  disappointing  because  of  a high 
rate  of  embolism.  Aortic  valve  homografts  develop 
a high  incidence  of  stenosis  and  also  occasionally 
rupture  and  this  makes  them  unacceptable. 

Ball  valve  prothesis  have  been  used  also  in  the 
mitral  valve  region  but  have  been  reserved  only 
when  simple  valvulotomy  by  the  conservative  ap- 
proach in  mitral  stenosis  is  ineffective,  especially 
when  much  regurgitation  is  present.  However  re- 
gurgitant lesions  can  be  treated  by  annuloplasty 
or  by  advancement,  which  should  first  be  tried 
and  only  if  inoperative,  is  the  ball  valve  prosthesis 
considered.  Pidmonary  stenosis  usually  lends  itself 
well  to  valvulotomy. 

Replacement  of  mural  and  septal  defects  of  the 
heart  with  artificial  materials  has  been  practical 
for  a decade.  Compressed  ivalon  was  first  used,  then 
knitted  teflon  products  and  more  recently  the 
weave-knit  and  other  dacron  patch  materials  which 


are  both  pliable  and  suturable.  The  complications 
are  few,  the  healing  line  is  stable.  There  is  an  ela- 
boration of  a pannus  which  grows  over  the  textile 
for  a distance  of  one  to  two  cm.  If  the  prosthesis 
required  is  over  four  cm.  then  complications  of 
healing  do  occur.  In  such  situations  autogenous 
pericardium  has  been  used  for  successful  replace- 
ment of  mural  and  septal  defects  in  the  heart. ^ 

The  first  practical  use  of  pacing  the  heart  elec- 
trically was  developed  in  conjunction  with  open 
heart  surgery  a decade  ago  in  order  to  compensate 
for  conduction  defects  occurring  in  some  patients 
following  closure  of  ventricular  septal  defects.  The 
first  method  was  to  suture  a stainless  steel  electrode 
to  the  myocardium  and  its  wire  then  led  out 
through  the  anterior  chest  wall  and  connected  with 
an  external  pacemaker.  The  heart  can  also  be 
paced  via  an  insulated  intraventricular  electrode 
inserted  through  the  jugular  vein  in  the  neck. 
Thereafter  completely  implantable  pacemaker  units 
were  rapidly  developed. 

Most  of  them  employ  electrodes  which  are 
sutured  directly  to  the  apex  of  the  ventricular  myo- 
cardium during  thoracotomy.  However  a better 
placement  of  the  electrode  for  pacing  the  heart 
would  be  midway  in  the  anterior  septum.^  The 
instdated  electrodes  are  looped  in  the  mediastinum 
and  drawn  either  subcutaneously  or  through  a 
subcostal  tunnel  to  connect  with  a subcutaneous  or 
subfacial  pocket  in  the  anterior  abdominal  wall. 
The  pocket  serves  as  a repository  for  a transistorized 
battery  energizer  pacemaker.  Most  pacemaker  pidse 
generators  are  coated  with  silicone  to  instdate  the 
pacemaker  elements  from  contact  with  body  tissue. 
Silicone  also  insulates  the  electrodes  up  to  the  point 
of  contact  with  the  myocardium.  An  ideal  to  pur- 
sue is  some  arrangement  that  would  not  require  a 
thoracotomy. 

The  healing  of  pacemaker  implants  appears  to 
be  by  simple  encapsulation  by  fibrous  tissue  of  the 
material  that  comes  into  contact  with  the  tissues. 
The  silicone,  once  a fibrous  capsule  forms  around 
it,  is  well  tolerated.  One  of  the  early  problems  with 
pacemaker  implantation  was  the  liability  of  the 
electrodes  to  break.  Some  of  the  physical  factors 
contributing  to  the  practice  were  overcome  by 
avoiding  electrode  flexion  at  a fixed  point  and  em- 
ploying generous  loops  of  electrodes  in  the  chest 
as  well  as  around  the  pulse  generator.  Another 
precaution  was  to  avoid  angidation  of  the  wires  as 
they  are  drawn  through  an  intercostal  space  into 
the  sidrcutaneous  region.  Another  improvement 
was  the  development  of  helical  spring  electrodes. 
This  has  significantly  lengthened  the  expected 
mechanical  longevity  of  the  electrode. 

Pnlse  generator  units  now  have  an  estimated 
life  of  five  years,  but  longer  periods  of  observation 
will  be  required  to  confirm  this  figure.  At  present 
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Sleep-interfering 
anxiety  and  tension 
can  usually  be  relieved 
with 

EQUANIL® 

(meprobamate)  Wyeth 


Cautions:  Carefully  supervise  dose  and  amounts 
prescribed,  especially  for  patients  prone  to  overdose 
themselves.  Excessive  prolonged  use  may  result  in 
dependence  or  habituation  in  susceptible  persons— 
as  ex-addicts,  alcoholics,  severe  psychoneurotics. 
After  prolonged  high  dosage,  drug  should  be  with- 
drawn gradually  to  avoid  possibly  severe  with- 
drawal reactions  including  epileptiform  seizures. 
Side  effects  include  drowsiness  and,  rarely, 
allergic  or  idiosyncratic  reactions.  These  reac- 
tions, sometimes  severe,  can  develop  in  patients 
receiving  only  1 to  4 doses  who  have  had  no 
previous  contact  with  meprobamate.  Mild  reactions 
are  characterized  by  urticarial  or  erythematous 
maculopapular  rash.  Acute  non-thrombocytopenic 
purpura  with  petechiae,  ecchymoses,  peripheral  edema 
and  fever  have  been  reported.  Meprobamate  should  be 
stopped  and  not  reinstituted.  Severe  reactions,  observed  very 
rarely,  include  angioneurotic  edema,  bronchial  spasms,  fever, 
fainting  spells,  hypotensive  crises  (1  fatal  case),  anaphylaxis,  stomati- 
tis and  proctitis  (1  case)  and  hyperthermia.  Warn  patients  of  possible 
reduced  alcohol  tolerance.  Should  drowsiness,  ataxia,  or  visual  distur- 
bances occur,  dose  should  be  reduced.  If  symptoms  persist,  patients 
should  not  operate  vehicles  or  dangerous  machinery.  A few  cases  of 
leukopenia,  usually  transient,  have  been  reported  following  prolonged 
dosage.  Other  blood  dyscrasias— aplastic  anemia  (1  fatal  case), 
thrombocytopenic  purpura,  agranulocytosis  and  hemolytic  anemia- 
have  occurred  rarely,  almost  always  in  the  presence  of  known  toxic 
agents.  One  fatal  case  of  bullous  dermatitis  following  intermittent 
use  of  meprobamate  with  prednisolone  has  been  reported. 
Prescribe  very  cautiously  for  patients  with  suicidal  tendencies. 
Suicidal  attempts  should  be  treated  with  immediate  gastric 
lavage  and  appropriate  supportive  therapy. 


Contraindications:  History  of  sensitivity  to  meprobamate. 


Composition:  Tablets,  200  mg.  and  400  mg.  mepro- 
bamate. Coated  Tablets,  Wyseals®  Equanil 
(meprobamate)  400  mg.  Continuous-Release 
Capsules,  Equanil  L-A  (meprobamate)  400  mg. 


Wyeth  Laboratories 
Philadelphia,  Pa. 


enough  observations  arc  at  hand  to  expect  a ninety 
per  cent  success  rate  lor  a period  ol  at  least 
eighteen  months. 
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Propranolol  In  Cardiac 
Arrhythmias 

W'e  have  known  tor  a long  time  that  the  auton- 
omic innervation  of  the  heart  plays  a major  role 
in  its  ethciency.  I’he  heart  rate  is  a result  of  a line 
balance  between  inhibitory  atid  accelerating  inllu- 
ences  upon  the  pacemaker.  Conduction  through 
atria  is  slowed  by  acetylcholine  and  increased  by 
norepinephrine  liberated  at  endings  in  the  atrial 
muse  iilatitre.  Conduction  through  the  A.V.  node 
is  also  finely  balanced,  being  slowed  by  vagal  and 
accelerated  by  sympathetic  inlluences.  The  ventri- 
cular mascidature  in  man  and  other  mammals  re- 
ceives and  responds  only  to  sympathetic  neuro- 
hormones, epinephrine  and  noreprinephrine. 

A major  step  forward  in  our  understanding  of 
the  role  of  the  nervous  system  in  cardiac  function 
came  when  it  was  recognized  that  arrhythmias  are 
intimately  related  to  the  action  of  autonomic 
neurohormones.  Atrial  tachycardia  and  ventricular 
tachycardia  were  deiJendent  in  part  upon  the  action 
of  the  catecholamines.  Animals  deprived  of  their 
sympathetic  control  of  the  heart  did  not  develop 
the  regular  tachycardias  in  the  presence  of  chloro- 
form, benzol  and  other  fat  solvents.  I'o  produce 
this  deprivation,  retjuired  section  of  the  stellate 
ganglia  and  adrenalectomy. ’ 

W'ith  the  introduction  of  the  beta-adrenergic- 
blocking  agent  jironethalol  and  the  more  recent 
availability  of  its  analogue  propranolol,  it  has  been 
possible  to  confirm  the  experimental  work  on  the 
role  of  the  sympathetics  in  cardiac  arrhythmias. 
For  if  the  residts  observed  in  animals  are  applica- 
ble to  the  clinical  situation  then,  paroxysmal  atrial 
tachycardia  and  paroxysmal  nodal  and  ventricular 
tachycardia  should  be  abolished  by  blocking  the 


sympathetic  endings  in  the  heart.  One  should  ob- 
serve slowing  of  the  heart  rate  and  slowing  of 
conduction  through  the  A.V.  node  also  by  abolish- 
ing the  sympathetic  part  of  the  control.  Once  the 
blocking  agents  became  available,  it  was  not  sur- 
prising that  their  use  .should  have  been  extended 
in  treating  certain  cardiac  arrhythmias,  in  view  of 
the  known  role  of  the  beta  receptors  (sympathe- 
tics) in  their  production. 

Luria,  Adelson  and  Miller-  have  described  as 
have  other  before  them  the  acute  and  chronic- 
effects,  of  propranolol  in  the  treatment  of  cardiac 
arrhythmias.  This  study  is  based  on  ob.servations 
on  tw'enty-nine  patients.  In  atrial  fibrillation  the 
ventricular  rate  was  slowed  by  jnopranolol.  In 
seven  the  ventricular  rate  couldn’t  be  controlled 
by  large  doses  of  digitalis.  Five  of  them  had  re- 
ceived propranolol  over  long  periods  of  time,  but 
as  might  have  been  anticipated  two  patients  de- 
veloped congestive  heart  failure  in  the  process  of 
controlling  the  heart  rate,  because  evidently  they 
were  deprived  by  the  beta-adrenergic  blocker  of 
that  element  of  cardiac  reserve— the  inotropic  ef- 
fect, upon  which  the  heart  often  defends  for  its 
efficiency. 

Both  supaventricular  tachycardia  nodal  and  ven- 
tricidar  trachycardia  were  readily  abolished  by  pro- 
pranolol regardless  of  the  precipitating  cause.-^'^  "' 
The  sinus  slowing,  A.V.  block  and  depressed  ven- 
tricidar  antfimaticity  produced  by  ]rropranolol 
nicely  tlelineates  what  happens  to  a heart  that 
is  deprived  of  its  sympathetic  control. 

From  the  clinical  standjtoint  troublesome  sinus 
tachycardia  should  readily  be  controlled  by  pro- 
pranolol as  happened  in  three  of  Luria’s  patients. 
Similarly  propranolol  should  produce  dramatic 
slowing  of  the  ventricular  rate  in  atrial  fibrillation 
by  freeing  the  vagus  at  the  A.V.  node  to  exercise 
its  full  inhibitory  elfect.  I bis  happened  in  Luria’s 
patients  also. 

There  are  limitations  upon  the  use  of  a beta- 
adrenergic  blocker.  Some  patients  with  cardiac 
arrhythmias  are  often  seriously  ill  especially  those 
following  digitalis  overdosage  and  frequently 
manifest  concomitant  congestive  failure  or  are  on 
the  verge  of  congestive  failure,  being  kept  out  of 
this  state  by  the  reserve  obtained  from  the  action 
of  the  beta  receptors.  In  this  situation  an  anti- 
arrhythmic  drug  without  adver.se  effect  on  cardiac 
contractility  would  be  desirable.  Unfortunately 
jnopranolol  by  virtue  of  its  beta-adrenergic  block- 
ing activity  may  impair  myocardial  function.  Ac- 
tually overt  congestive  failure  developed  in  two 
patients  and  significant  hypotension  occurred  soon 
after  intravenous  infusion  of  propranolol  in  three 
jjatients.  Those  who  use  propranolol  in  cardiac 
arrhythmias  must  realize  therefore  that  careful 
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clinical  observation  ol  the  patient  is  mandatory 
since  the  drug  may  have  an  adverse  effect  on  in- 
dividuals with  limited  myocardial  reserve. 

Realizing  that  there  are  definite  limitations  lor 
the  use  of  propranolol  it  does  have  clinical  appli- 
cation in  certain  selected  disturbances  of  cardiac 
rhythm.  It  effectively  slows  the  ventricular  response 
in  chronic  or  supraventricular  arrhythmias  not 
adequately  responsive  to  digitalis  glycosides.  In 
addition  it  is  a useful  agent  in  the  prevention  of 
paroxysmal  tachycardia  arising  in  any  point  of  the 
mycardium,  paroxysms  which  are  predictably 
induced  by  exogenous  stimuli. 

The  introduction  of  beta-adrenergic  blockers  as 
well  as  alpha-adrenergic  blockers  is  the  second 
phase  in  the  development  of  our  knowledge  of  the 
role  of  the  autonomic  system  in  cardiac  function. 
In  the  first,  a basic  understanding  of  the  physiology 
of  the  heart  under  conditions  varying  the  action  of 
the  two  regulators  of  heart  rate  and  function  was 
elucidated.  The  development  of  drugs  blocking 
the  effects  has  given  impetus  to  the  jrharmacologic 
study  of  the  roles  of  the  autonomies  in  cardio- 
vascular function  and  has  led  to  clinical  applica- 
tion in  a variety  of  disorders  of  cardiac  rhythm 
and  cardiac  efficiency. 

L.H.N. 
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Exercise  In  Heart  Disease  (1). 
Physiology  Of  Physical  Fitness 

We  know  that  inactivity  reduces  the  capacity  of 
the  body  to  meet  extraordinary  demands  and  even 
to  perform  properly  ordinary  daily  activity.  We 
also  know  that  a well-planned  program  of  physietd 
training— termed  conditioning— improves  the  ca- 
pacity for  exertion.  One  could  from  these  physi- 
ological benefits  of  conditioning  take  a position 
that  it  is  good  for  all  people  to  strive  to  be  in  the 
pink  of  condition  especially  since  life  is  full  of  un- 
expected periods  requiring  extraordinary  exertion 


that  result  from  physical  and  emotional  stresses.  In 
short  that  a training  program  has  a good  purpose 
and  one  that  should  be  pursued. 

Two  questions  present  themselves  in  regard  to 
physical  fitness  in  coronary  heart  disease.  One  is 
how  does  exercise  improve  the  mechanical  efficiency 
of  muscles  and  heart.  The  other  and  equally  im- 
portant one  is  whether  physical  conditioning  plays 
any  role  in  arresting  the  factors  which  lead  to 
atherosclerosis  and  therefore  could  serve  to  pro- 
mote longer  life. 

It  is  definitely  established  that  exercise  can  im- 
prove the  mechanical  efficiency  with  which  muscu- 
lar performance  is  carried  out.  We  know  that 
there  results  a reduction  in  oxygen  requirements 
that  the  muscle  needs  to  perform  a given  amount 
of  work.  This  is  accomplished  by  an  improved  ca- 
pacity of  the  body  to  buffer  the  lactic  acid  pro- 
duced by  the  muscles  during  exercise.  There  is  a 
greater  blood  hemoglobin  content.  Then  there  is 
a better  heat  disposal  mechanism  and  many  others. 

All  of  these  delay  the  onset  of  development  of 
oxygen  debt  during  exercise,  lessen  the  oxygen  need 
for  a given  amount  of  work  and  for  a given  rate 
of  muscular  work.  Stated  another  way  there  is  im- 
proved efficiency  with  which  energy  is  used  in  ex- 
ercise and  this  accounts  for  the  improvement  in 
physical  fitness.  There  is  also  improvement  in  a 
persons  motivation  to  develoji  his  performance. 
All  these  lead  to  certain  general  benefits  in  many 
tissues  and  organs  of  the  body. 

A person  who  engages  in  a physical  fitness  pro- 
gram finds  improved  capabilities  for  relaxation.  He 
finds  he  can  endure  more  fatigue  with  pleasure. 
But  also  he  augments  his  muscular  tone.  He  can 
do  more  and  recover  from  exertion  more  rapidly. 
He  carries  out  his  exertion  with  some  relaxation 
and  with  less  extraneous  waste  motion.  Hopefully 
he  w'ill  lose  some  of  his  fat  deposits. 

His  respiratory  system  also  improves.  He  ven- 
tilates less  for  a given  exercise  and  for  a given  level 
of  o.xygen  need.  His  vital  capacity  increases  and  ,so 
does  his  maximum  breathing  capacity.  For  any 
given  work  load,  respiratory  rate  is  lower  and  there- 
fore breathlessness  is  delayed.  The  deeper  and 
slower  breathing  of  course  lessens  the  wastage  from 
the  pidmonary  dead  space. 

In  the  state  of  physical  fitness  we  find  that  the 
liver  releases  glucose  more  readily  to  the  blood  and 
also  metabolizes  better  the  lactic  acid  produced  dur- 
ing exercise.  In  consequence  blood  lactate  rises  less 
and  the  respiratory  center  is  not  driven  too  easily 
to  accelerate  breathing.  In  the  blood  we  find  an  in- 
crease in  volume,  in  number  of  red  blood  cells,  in 
the  amount  of  hemoglobin  and  in  its  oxygen  carry- 
ing capacity,  all  calculated  to  improve  oxygen  de- 
livery to  exercising  muscles  and  improve  efficiency. 
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The  benefits  ot  physical  fitness  to  the  circulatory 
system  are  equally  great.  If  we  compare  a trained 
with  an  untrained  person  we  find  that  training 
slows  the  heart  rate  at  rest  and  for  each  level  of 
exercise  as  compared  to  the  untrained  person.  The 
trained  person  has  a larger  stroke  volume  because 
the  diastolic  residue  declines  and  this  is  an  impor- 
tant element  in  the  increased  cardiac  output.  This 
ensures  that  the  o.xygen  cost  to  the  heart  for  a given 
work  load  is  reduced  exactly  as  it  is  in  skeletal 
muscle.  It  is  recognized  that  the  oxygen  require- 
ments for  a given  work  load  is  a function  of  the 
heart  rate  and  the  chamber  size.  Training  reduces 
the  heart  rate  and  the  size  of  the  heart  required  to 
meet  any  given  work  load. 

This  means  as  mentioned  above  that  the  heart 
rate  is  slower  both  at  rest  and  at  any  given  work 
load  in  a trained  than  in  an  untrained  person. 
Furthermore  the  heart  does  not  increase  as  much 
in  size  in  the  trained  as  in  the  untrained  person, 
when  a given  work  load  is  imposed,  even  though 
the  resting  heart  size  is  greater  in  the  trained  than 
in  the  untrained  person.  The  trained  person  has  a 
somewhat  greater  heart  muscle  mass  and  this  helps 
to  siqrply  the  energy  needed  by  the  heart.  If  the 
person  were  untrained  this  energy  woidd  come 
from  increased  dilatation  and  accelerated  heart 
rate,  both  of  which  greatly  increase  the  oxygen  bur- 
den upon  the  heart.  Obviously  if  the  oxygen  cost 
per  given  amount  of  work  of  the  heart  is  raised  it 
can  only  come  from  increased  demand  iq^on  the 
coronary  circidation. 

In  the  trained  person  the  systemic  blood  pressure 
during  ejection  is  lower  at  rest  and  at  any  given 
degree  of  exercise.  This  is  the  result  of  a reduction 
in  peripheral  resistance.  Obviously  the  lesser  oxy- 
gen requirement  of  the  heart  of  a trained  subject 
as  compared  with  an  untrained  one,  means  the 
need  for  lower  coronary  flow  rates  both  at  rest  and 
during  any  level  of  bodily  exertion.  Since  the  heart 
rate  is  slower  at  any  given  level  of  exercise  in  the 
trained  person,  the  heart  spends  more  of  its  time 
during  diastole  when  coronary  flow  is  unimpeded 
by  the  ejection  phase.  It  is  clear  why  a heart  of  a 
trained  person  is  more  effiecient:  it  operates  at  a 
lower  systemic  pressure,  with  increased  stroke  vol- 
ume and  slower  heart  rate,  and  its  metabolic  ma- 
chine is  improved,  thereby  enhancing  its  con- 
tractility. All  of  these  factors  reduce  oxygen  re- 
quirements for  a given  amount  of  work  and  reduce 
coronary  flow  rates. 

It  is  also  possible  that  the  body  learns  better 
how'  to  distribute  blood  form  inactive  muscles, 
skin,  splanchnic  areas  and  kidney  to  the  active  mus- 
cles, heart  and  brain  where  the  oxygen  is  being 
used.  Such  a mechanism  can  also  reduce  total  oxy- 
gen needs  during  exercise  and  therefore  the  need 


lor  coronary  blood  How  in  a trained  person  for  a 
given  amount  of  exercise. 

We  can  see  that  in  heart  disease  generally  and 
in  ischemic  heart  patients  in  particular,  training 
can  lead  to  a decline  in  the  heart’s  requirement  for 
oxygen  and  for  coronary  How.  If  this  be  true  then 
training  holds  the  promise  that  it  could  be  valu- 
able in  ischemic  heart  disease  and  that  physical 
fitness  is  good  for  such  patients.  Besides  this  there 
is  considerable  evidence  that  an  exercise  program 
has  another  advantage,  that  of  accelerating  the 
growth  of  coronary  vascular  collaterals  particularly 
when  the  coronary  arteries  are  insufficient  to  allow 
blood  How  for  ordinary  needs  let  alone  that  which 
woidd  be  required  for  extraordinary  states  of  phy- 
sical and  emotional  efforts.  Finally  and  equally  im- 
portant is  the  reassurance  that  a patient  receives 
from  a training  program,  that  the  physician  does 
not  regard  him  as  an  invalid  unfit  for  work  or  a 
productive  life. 

In  considering  a training  program  both  physician 
ami  patient  must  play  their  respective  roles.  The 
jHiysician  must  carefully  evaluate  his  patient  to 
determine  what  part  of  his  incapacity  is  due  to 
disease  and  what  part  is  due  to  physical  unfitness. 
.A.  probe  of  mild  training  under  siqiervision  can 
help  the  physician  to  determine  the  rate  at  which 
jffiysical  training  shall  be  pursued  without  undue 
hazard  to  the  patient. 

The  patient  also  needs  to  be  informed  of  the 
signs  and  symptoms  which  indicate  that  he  is  do- 
ing too  much  or  is  accelerating  his  training  schedule 
too  rapidly.  He  must  be  told  to  avoid  exhaustion, 
chest  discomfort  and  shortness  of  breath.  These 
signs  and  symptoms  if  brought  on  by  exertion  must 
not  be  allowed  to  persist  too  long  nor  should  they 
increase  after  the  exercise  is  stopped.  “Walking 
through  angina”  should  probably  not  be  allowed 
unless  there  is  clear  evidence  that  the  patient  has 
himself  previously  done  so  and  improved  by  con- 
tinuing the  effort.  Otherwise  physical  exertion 
should  not  be  carried  out  to  near  capacity  because 
of  the  ever  present  fear  of  ventricular  fibrillation 
following  the  occurrence  of  ventricular  premature 
systoles. 

L.H.N. 
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Prevention  Of  Experimental 
Atherosclerosis  By  Peroxidase 

Atherogenesis  in  man  and  experimental  animals 
appears  to  be  associatctl  with  an  elevation  of  serum 
cholesterol.  T he  mechanism  relating  these  two  con- 
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of  liquid  contains:  magnesium  hydroxide,  200  mg.;  aluminum  hydrox- 
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ililioiis  may  l)e  somevvhal  as  lollovvs:  the  non  di- 
seased arterial  wall  exhibits  a certain  permeability 
to  cholesterol  that  allows  a balaitce  between  the  in- 
flux and  removal  of  this  lipid  so  that  no  accumula- 
tion occurs.  For  accinnnlations  to  occur  two  me- 
chanisms might  be  postnlated:  the  barrier  to 

cholesterol  entry  conld  be  damaged  by  arterial  in- 
jury allowing  excessive  cholesterol  accnnudation 
even  when  the  serum  cholesterol  is  normal.  .Such  a 
situation  occurs  experimentally  when  normal  aortas 
are  damaged  by  cyanide,  mechanical  injury,  by 
scraping  or  freezing,  certaiti  chemical  poisons  and 
anoxia. 1 A second  condition  wonld  be  when  blood 
cholesterol  levels  are  elevated.  In  this  case  the  in- 
flux of  cholesterol  wonld  increase  so  mnch  that 
the  removal  mechanism  lags  behind  so  that  arterial 
cholesterol  deposits  develop  even  when  the  arterial 
barrier  to  cholesterol  is  normal. 

Whether  the  arterial  barrier  to  cholesterol  entry 
is  broken  down  or  whether,  there  is  exce,ssive  cir- 
cnlating  cholesterol,  once  it  penetrates  the  aortic 
wall  it  indicates  biochemical  idtra-strnctnral  and 
histo-pathologic  alterations.  The  morphological 
end  residts  are  degeneration  of  the  aortic  clastic 
fibers  and  smooth  muscle  with  an  increased  deposi- 
tion of  collagen.  I'hickeneil  fibrotic  areas  mingle 
with  sudanophilic  fat  to  form  gross  internal 
placcjues.  The  exact  relations  between  these  pro- 
cesses are  unknown  but  iti  general  increased  aortic 
and  mucopolysaccharides  are  observed  in  reactions 
to  injury  and  neutral  mucopolysaccharides  pre- 
dominate in  the  stabilized  situation  as  observed  in 
the  repaired  state. 

If  we  knew  how  to  reduce  the  seritm  cholesterol 
levels  to  normal  we  could  prevent  atherosclerosis 
that  results  from  hypercholesterolemia.  Several  ap- 
proaches to  the  solution  of  this  problem  present 
themselves  for  consideration.  One  is  the  time 
honored  method  of  greatly  reducing  the  cholesterol 
intake  from  footl.  Another  has  been  the  attempt  to 
increase  oxidations  of  cholesterol  and  other  lipids 
by  thyroxin  and  estrogen.  .A  third  has  been  to  at- 
tempt to  reduce  cholesterol  biosynthesis  in  the 
liver.  It  is  to  the  solution  of  the  last  that  Caravaca 
et  al  have  just  contributed  an  important  enzyme, 
hepatocatalase  peroxidase  (HCP).“ 

rhese  investigators  have  just  isolated  a sub  unit 
of  HCP  whose  peroxidatic  activity  is  500  times 
higher  than  that  of  the  intact  catalase  molecule. 
This  sub  unit  inhibits  cholesterol  biosynthesis  from 
acetate  and  mevalonic  acid,  (the  j)recursors  of 
cholesterol)  by  homogenates  of  rat  livers.  HCP  has 
another  important  effect;  it  catalizes  aerobic  oxida- 
tions of  a number  of  hydrogen  donors,  all  of  which 
play  a significant  role  in  lipid  metabolism.  These 
are  the  oxidations  which  are  also  stimulated  by 


thyroxin  and  estrogens.  We  therefore  have  an  in- 
teresting model  for  a homeostatic  control  mechan- 
ism of  cholesterol  metabolism,  its  rate  of  synthesis 
as  controlled  by  HCP  and  it’s  rate  of  oxidation  as 
regidated  by  HCP,  thyroxin  and  estrogen.  What 
then  would  HCP  do  in  vivo? 

Ciaravaca  and  his  group  administered  HCP  to 
normal  rabbits  with  hypercholesterolemia  and 
atherosclerosis  induced  by  feeding  the  animals  a 
normal  diet  plus  0.8  grams  of  cholesterol  daily  for 
filteen  weeks.  Half  of  the  animals  received  80 
units  ol  HCiP  dissolved  in  1 ml.  of  isotonic  saline. 
I’he  enzyme  treated  animals  showed  a significant 
decrease  of  tissue  cholesterol,  serum  triglycerides, 
cholesterol,  phospholipids  and  B lipoproteins  as 
tvell  as  a decline  in  serum  cholesterol  levels. 

As  good  scientists  they  looked  for  signs  of  toxicity 
and  allergic  reactions  throughout  the  experimental 
period,  d'he  HCP  was  well  tolerated  by  rabbits, 
rats  and  guinea  pigs  receiving  as  much  as  1000 
unit.s/kg.  daily  for  a period  of  over  two  months. 
Neither  SOOT,  alkaline  phosphatase,  BUN,  crea 
tine  or  glucose  was  affected  by  the  enzyme  since  the 
values  remained  within  normal  limits.  The  next 
(piestion  was  whether  any  reacting  antibodies  ap- 
peared in  the  serum  of  rabbits  to  HCiP,  and  so 
immunological  studies  made  at  various  stages  of 
treatment  with  gel  diffusion,  auto  radiographic 
techniques  disclosed  no  evidence  of  HCP  reacting 
antibodies. 

The  conclusion  was  inescapable  that  HCiP  treat- 
ment of  cholesterol  fed  rabbits  protected  them 
from  aortic  and  medial  injury  and  its  consequences 
to  a significant  degree.  I'o  be  sure  under  the  ex- 
perimental conditions  of  massive  feeding,  the 
enzyme  did  not  completely  jtrevent  cholesterol 
damage.  It  did  however  lower  serum  cholesterol  by 
preventing  cholesterol  synthesis  and  facilitating  the 
oxidation  of  mnch  of  the  excess  derived  from  diet. 

We  have  then  in  HCP  an  enzyme  that  partici- 
pates in  the  homeostatic  control  ol  lipid  anti  cho- 
lestrol  metabolism  with  a great  potential  to  con- 
trol atherosclerosis  that  is  due  to  hypercholester- 
olemia. If  Caravaca’s  results  are  confirmed  we  will 
be  in  possession  of  an  agent  that  can  regulate  blood 
cholesterol  as  insulin  regulates  blood  sugar. 

L.H.N. 
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It  is  particularly  gratifying  that  the 
promise  of  the  advanced  chemical 
design  and  high  order  of  bioassay  ac- 
tivity of  Synalar  (fluocinolone  ace- 
tonide)  has  been  confirmed  by 
widespread  therapeutic  application. 
Indeed,  the  impressive  clinical  re- 
sponse rate  of  Synalar  has  been  docu- 
mented in  no  fewer  than  232  papers 
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Representative  Clinical  Results  with  Synalar* 
Efficacy  Documented  in  over  4,000  Patients 


Condition 

Number  of 
Publications 

Number  of 
Patients 

Significant 

Improvementt 

Contact 

Dermatitis 

27 

750 

713 

Eczematous 

Dermatitis 

21 

472 

409 

Seborrheic 

Dermatitis 

18 

442 

426 

Atopic 

Dermatitis 

24 

460 

426 

Psoriasis 

36 

1,699 

1,510 

Neurodermatitis 

18 

351 
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Total 

144 

4,174 

3,808 

♦Complete  bibliography  on  request.  fExpressed  by  the  authors  as  excellent,  very  good, 

good,  complete  remission  of  inflammation,  etc. 
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plastic  squeeze  bottles;  for  infected  in- 
flammatory dermatoses:  Neo-Synalar® 
Cream  (0.025%  fluocinolone  acetonide, 
neomycin  sulfate,  equivalent  to  0.35% 
neomycin  base),  5 and  15  Gm.  tubes. 
Contraindications:  Tuberculous,  fungal, 
and  most  viral  lesions  of  the  skin,  (in- 
I eluding  herpes  simplex,  vaccinia,  and 
! varicella).  Not  for  ophthalmic  use.  Con- 
I traindicated  in  individuals  with  a his- 
. tory  of  hypersensitivity  to  any  of  the 
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arations are  virtually  nonsensitizing  and 
nonirritating.  However,  the  solution  may 
produce  burning  or  stinging  when  ap- 
plied to  denuded  or  fissured  areas.  In 
some  patients  with  dry  lesions,  the  solu- 
tion may  increase  dryness,  scaling  or 
itching.  While  topical  steroids  have  not 
been  reported  to  have  an  adverse  effect 
on  pregnancy,  the  safety  of  their  use  on 
pregnant  females  has  not  absolutely 
been  established.  Therefore,  they  should 
not  be  used  extensively  on  pregnant  pa- 
tients, in  large  amounts,  or  for  pro- 


longed periods  of  time.  Prolonged  use  of 
any  antibiotic  may  result  in  overgrowth 
of  nonsusceptible  organisms;  if  this  oc- 
curs, appropriate  therapy  should  be  insti- 
tuted. When  severe  local  infection  or 
systemic  infection  exists,  the  use  of  sys- 
temic antibiotics  should  be  considered, 
based  on  susceptibility  testing.  Side 
Effects:  Side  effects  are  not  ordinarily 
encountered  with  topically  applied  corti- 
costeroids. As  with  all  drugs,  however,  a 
few  patients  may  react  unfavorably  to 
Synalar  under  certain  conditions.  The 
neomycin  in  Neo-Synalar  Cream  rarely 
produces  allergic  reactions. 
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MEDICAL  NEWS 


Family  Communications  And 
Disturbed  Adolescents 

Teenagers  are  continually  complaining  that  theii 
parents  don’t  understand  them. 

At  Chicago’s  Michael  Reese  Hospital,  a group 
of  psychiatrists  listened  more  closely,  however, 
when  they  heard  this  complaint  again  and  again 
from  young  people  undergoing  psychiatric  treat- 
ment. 

Based  on  subsequent  studies  of  20  families,  the 
investigators  conclude  that  there  may  l>e  sometliing 
to  youngsters’  complaints. 

Good  communication  within  the  family,  the\ 
said,  seems  to  be  a major  factor  in  helping  the 
teenager  adjust  to  his  problems  and  in  meeting  the 
goals  his  parents  set  for  him.  Conversely,  it  is  [joor 
communication  that  seems  to  increase  the  anxieties 
of  disturbed  adolescents.  Carried  to  extremes,  these 
breakdowns  in  family  communications  may  residt 
in  the  need  for  psychiatric  help. 

.\  report  on  these  findings  appears  in  a cnrrent 
.\merican  Medical  Association  publication,  the 
.Archives  of  General  Psychiatry  (December) . 

In  extensive  interviews  with  the  authors,  chil- 
dren from  10  “normal”  families  expressed  relatively 
little  anxiety  about  communicating  with  their 
parents,  brothers  and  sisters.  I'heir  parents  seemed 
to  be  good  communicators  — persons  who  coidd 
make  their  wishes  clearly  understood  to  their 
children. 

I’he  result,  in  these  families  free  of  major  psy- 
chological disturbance,  tvas  a closeness  between 
what  jxtrents  expected  of  children  and  what  the 
children  understood  to  be  their  parents’  wishes. 

The  adolescent  in  these  so-called  “normal” 
families  had  relatively  little  trouble  in  explaining 
how  he  felt  about  himself— his  self-image— to  his 
parents. 

The  situation  was  markedly  dilferent  in  “dis- 
turbed” families.  One  17-year-old  high  school 
senior  was  hospitalized  because  of  an  acute  with- 
drawal from  social  life  and  failure  in  his  sclux)! 
work. 

He  described  his  mother  as  an  “overwhelming” 
person,  and  insisted  that  he  was  unable  to  follow 
her  demanding  expectations. 


A younger  brother  left  home  and  enlisted  in  the 
armed  forces  to  “escape  the  control”  of  the  mother, 
he  said. 

Frequently,  the  trrothet  of  disturbed  childrerr  ex- 
plairred  urrrrsual  behavior  of  their  childrerr  as  a 
rebellion  agairrst  theirr  and  their  ideals.  There  is 
considerable  evidence,  however,  that  these  children 
weren’t  rebellirrg  at  all,  but  simply  didir’t  uirder- 
staird  the  rrrother’s  expectations,  the  authors  said. 

“It  was  clear  that  all  trrembers  of  the  nortrral 
fanrilies  uirderstood  what  society  expected  of  them, 
and  gerrerally  they  tried  to  live  up  to  this  expecta- 
tion. \Vhetr  they  didir’t  they  were  well  aware  of  the 
degrees  of  this  deviation. 

Iir  disturbed  fatrrilies,  a sigtrificant  finding  was 
that  the  irrothers  knew  very  well  what  society  ex- 
pected. “However',  this  arvareness  was  not  as  con- 
sistent as  was  that  in  nortrral  fatrrilies,  aird  was 
considerably  decreased  iir  stressful  situations. 

“It  was  as  if  these  rrrothers  had  memorized  ‘the 
correct  answer’  birt  could  irot  keep  to  this  line  of 
reasoning  for  corrsistetrt  periods.” 

Distirrbed  childrerr  recogrrized  that  they  were  not 
living  up  to  social  rrorirrs,  the  authors  said.  “In 
geireral,  we  felt  that  the  irrothers  of  disturbed  ado- 
lescents were  excessively  critical  of  their  children's 
failures  and  tended  to  tmderirrine  their  successes 
by  means  of  coirfusiirg  messages.” 

These  mothers  “tended  to  emphasize  irrastery  of 
certain  tasks  which,  once  mastered  by  the  children, 
was  immediately  irrinimized.” 

In  contrast,  mothers  in  the  norirral  fatrrilies  used 
a irrore  appropriate  irrethod  of  stirrrulating  irriti- 
ative  in  their  children,  arrd  showed  a flexible  ap- 
proach to  probletrrs,  otre  without  the  extrerrre,  utr- 
realistic  detrrands  irrade  by  the  mothers  of  distirrbed 
children.” 

The  children  in  the  healthy  fatrrilies  showed 
positive  feelings  toward  their  accomplishments  and 
successes,  in  contrast  to  the  children  in  the  dis- 
turbed families  who  were  either  grandiose  or  ex- 
cessively self-depreciating,  the  authors  said. 

l ire  authors  are  David  Marcus,  M.D.,  and  Daniel 
Offer,  M.D.,  of  Michael  Reese  Hospital,  Chicago; 
Svdney  Blatt,  Ph.D.,  Department  of  Psychiatry, 
Yale  Unirersity,  New  Haven,  Conn.;  and  Gerald 
Cratch,  Ph.D.,  Department  of  Psychology,  Univer- 
sity of  Houston,  Houston,  Texas. 
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Pulmonary  Disease  Issue 


Frank  D.  Gray,  Jr.,  M.D.,  Guest  Editor 


Introduction 

■ Over  20  years  ago  Dickinson  Richards,  Andre 
Conrnand,  and  the  late  Eleanor  DeForest  Baldwin 
combined  their  physiological  genius,  niasteiful 
teaching  and  inlectioiis  enthusiasm  to  produce  a 
force  that  inlluenced  many  medical  students  to 
enter  the  field  of  clinical  chest  disease  which  was 
considered  dull  at  that  time,  but  just  as  important 
were  their  efforts  to  bring  intricate  laboratory 
studies  directly  to  bear  on  the  practical  clinical 
problems  of  emphysema,  cor  pulmonale,  and  a 
host  of  other  chronic  chest  diseases.  As  a result  of 
their  writing  and  teaching,  medical  centers  began 
to  establish  cardiopulmonary  laboratories  and 
special  services  for  the  care  of  the  patient  with  dis- 
abling pidmonary  disease.  It  was,  however,  a high- 
ly specialized  kind  of  practice. 

Now  the  time  is  past  when  the  family  physician 
can  shift  responsibility  for  the  management  of 
complicated  respiratory  insufficiency  to  the  special- 
ist. When  Richards,  Conrnand,  and  Baldwin 
started  their  program,  the  more  severe  forms  of 
pulmonary  disease  led  to  death  in  a discouragingly 
short  period  of  time,  and  responsibility  for  the 
supervision  of  the  complex  procedures  necessary  to 
maintain  minimal  function  was  assumed  by  teams, 
like  theirs,  of  clinical  physiologists  in  the  hospital. 
To-day,  patients  suffering  from  serious  respiratory 
diseases  may  be  discharged  from  the  hospital  with 
permanent  tracheostomies  and  mechanical  ventila- 
tors, to  carry  on  useful  existence  for  many  years; 
consequently  the  family  physician  is  faced  with  the 
necessity  of  understanding  in  detail  the  physiologi- 
cal impairments  and  their  necessary  corrections. 

The  continuing  medical  knowdedge  that  physi- 
cians use  as  a tool  to  treat  ill  patients  derives  from 
two  sources.  In  the  first  place,  every  physician  has 
the  basic  knowledge  that  comes  from  his  medical 
school  and  hospital  training  cultivated  by  subse- 
quent experience  and  sharpened  by  continual  re- 
view. Secondly,  owing  to  the  perpetual  flux  of 
clinical  thinking,  the  physician  must  bolster  his 
basic  knowledge  by  having  recourse  to  medical 
literature  and  post-graduate  training.  The  first 
category  of  clinical  knowledge,  that  obtained  from 
training  and  experience,  was  at  one  time  the 
dominant  feature  of  practice,  but  in  to-day  s rapid- 


ly changing  medical  environment,  it  is  becoming 
less  important  as  the  second  category  becomes 
dominant. 

In  all  sub-specialties  of  medicine  progress  is  mov- 
ing so  fast  and  concepts  changing  so  rapidly  that 
the  medical  student  is  no  longer  given  the  basic 
tools  of  his  trade,  but  rather  the  school  attempts  to 
cidtivate  the  intellectual  equipment  he  needs  to 
acquire  those  tools.  In  the  specific  sub-specialty  of 
chest  diseases,  the  medical  student,  and  even  the 
house  officer  completing  his  service,  has  only  a scant 
background  of  training  in  current  pulmonary  physi- 
ological thinking.  Some  students  and  house  officers 
have  taken  it  upon  themselves  to  become  proficient 
in  this  field,  others  have  become  proficient  in  other 
sub-specialty  fields,  but  very  few  have  embraced  all 
fields  and  most  have  devoted  their  training  period 
to  developing  their  general  learning  ability.  The 
result  is  that  the  physician  entering  practice  today 
has  a great  part  of  his  education  before  him.  Since 
he  is  faced  with  the  necessity  of  managing  complex 
physiological  medical  problems,  it  is  necessary  that 
the  teaching  resources,  the  medical  school  and  hos- 
pital, which  formerly  provided  this  information  to 
the  under  graduate  or  house  officer,  now  assume 
the  responsibility  of  providing  specialized  on-the- 
job  training  for  the  practicing  physician. 

With  this  purpose  in  mind,  the  Editor  of  Con- 
necticut Medicine  has  invited  the  members  of  the 
Yale-New  Haven  Medical  Center’s  Chest  Section  to 
prepare  a selected  group  of  reports  on  some  of  the 
newer  chest  disease  topics.  We  have  made  no  at- 
tempt to  survey  the  entire  field.  Instead,  we  have 
chosen  selected  areas  of  clinical  chest  medicine, 
pathology,  and  physiology  which,  if  understood  in 
detail,  would  permit  the  physician  to  meet  his 
responsibilities  for  almost  any  kind  of  chest  prob- 
lem he  might  encounter  in  his  practice. 

Some  of  these  subjects  are  difficult  to  understand. 
This  is  true  for  the  physician  who  has  long  been 
in  practice  as  well  as  for  the  student  recently  grad- 
uated, for  neither  has  had  formal  training  in  these 
newer  concepts.  Modern  medicine  is,  however,  in- 
herently complex  and  each  of  us  must  attain  for 
himself  some  kind  of  resolution  of  this  difficulty. 
We  hope  that  some  tvill  find  help  from  our  reports 
in  this  issue  of  Connecticut  Medicine. 
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Ventilation-Perfusion  Ratios  In  Cardiopulmonary 
Diseases 

Frank  D.  Gray,  Jr.,  M.D. 


■ Knowledge  of  resjdratory  gas  exchange  and  ihe 
bellows  action  of  the  lung  is  very  old,  but  practical 
means  of  assessing  lung  function  were  almost  non- 
existent, except  for  vital  capacity  measurements, 
until  shortly  before  the  second  World  War  when 
the  sjurometer  became  a frequently  used  instru- 
ment for  the  study  of  the  clinical  physiology  of  the 
lung.  Since  then  a number  of  highly  refined 
mechanical  devices  have  been  developed  to  esti- 
mate blood  gas  tensions,  pulmonary  compliance, 
and  diffusing  capacity  to  mention  just  a few.  These 
are  methods  of  expressing  information  which  has 
long  been  part  of  our  physiological  concepts  of 
lung  function. 

Two  new  concepts  originating  in  their  expressed 
forms  after  the  second  World  ^\"ar  htive  attained 
sufhcient  importance  to  require  that  clinicians 
inulerstand  them  clearly.  The  first  of  these  concepts 
is  embodied  in  the  oxygen-carbon  dioxide  diagram, 
ft  was  ilemonstrated  by  Fenn,  Rahn,  and  Otis^  in 
19  It)  as  a graphic  representation  of  respiratory  gas 
exchange.  This  concept  was  further  refined  by 
Riley  and  Cournand-  in  1949  when  they  proposed 
the  “ideal”  alveolar  air  concept  which  identifies  the 
theoretical  alveolar  gas  tensions  which  would  exist 
in  the  presence  of  jierfect  gas  exchange.  The  second 
major  concept,  the  ventilation-perfusion  ratio  of 
the  lung,  derives  much  of  its  validity  from  the  first 
concept,  and  was  originally  expressed  by  Rahn^  and 
Riley  and  Cournand^  in  1949.  For  optimal  ex- 
change of  oxygen  and  carbon  dioxide,  the  lung 
must  receive  air  (ventilation)  and  blood  (per- 
fusion) in  a very  precise  ratio  to  one  another. 

1 he  oxygen-carbon  dioxide  diagram  is  a graphic 
way  of  expressing  the  physical-chemical  events  lead- 
ing to  the  alveolar-capillary  respiratory  gas  equi- 
librium. The  ventilation-perfusion  ratio  concept 
identifies  the  two  main  variables  on  which  gas 
exchange  depends  in  terms  of  a single  quotient. 

.\  major  jnirpose  of  respiration  is  to  meet  the 
metabolic  needs  of  the  body  for  oxygen  and  carbon 
dioxide  exchange.  This  exchange  is  expressed  as 
a ratio  (or  (juotient)  of  carbon  dioxide  produced 
to  oxygen  used,  and  is  called  the  respiratory 
(piotient  (RQ) . Depending  on  metabolic  events, 
this  ratio  ranges  from  0.7  to  1.0.  The  respiratory 


(juotient  thus  represents  the  gas  exchange  of  the 
lung  as  well  as  the  requirements  of  the  cells  in  the 
body.  W hen  we  sjjeak  of  the  gas  exchange  ratio  in 
the  lung,  in  contrast  to  the  quotient  in  the  body 
cells,  we  usually  refer  to  it  as  R (standing  for 
respirat(jry  exchange  ratio)  instead  of  RQ.  In  the 
lung,  oxygen  and  carbon  dioxide  exchange  is  deter- 
mined by  the  flows  of  air  and  blood  to  the  alveolar 
capillary  exchange  point.  Fhe  \olume  of  flow  times 
the  amount  of  gas  gained  or  lost  by  the  air  stream 
(or  blood  stream)  is  equal  to  the  amount  of  gas 
exchanged.  1 hus,  the  amount  of  carbon  dioxide 
given  up  to  the  atmosphere  is  equal  to  the  volume- 
flow  of  air  through  the  lungs  times  the  difference 
between  the  expired  and  inspired  concentrations 
of  carbon  dioxide  as  shown  in  equation  1,  and 
the  amount  of  oxygen  carried  to  the  tissues  is  equal 
to  the  volume  of  blood  flow  times  the  difference 
between  arterial  and  venous  oxygen  concentrations 
as  shown  in  etjuation  2 (see  glossary  of  symbols  in 
appendix)  : 
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\\  e can  rearrange  equations  1 and  2 to  give  us  the 
value  lor  flow  of  gas  and  blood  according  to  the 
Fick  jirinciple: 
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If  we  set  up  a ratio  of  ventilation  to  perfusion 
using  equations  3 and  4,  we  arrive  at  equation  5, 
I)ut  since  the  respiratory  quotient  at  the  cellular 
level  and  the  R at  the  lung  level  are  equal  to 
the  amount  of  carbon  dioxide  produced  divided  by 


From  the  Section  of  Chest  Diseases,  Department  of  Internal  DR.  FR.WK  D.  GR.W,  JR.,  Associate  Professor  of  Medi- 
Medicine,  Yale-New  Haven  Medical  Center.  cine  and  Director,  Section  of  Chest  Diseases. 


338 


Connecticut  Medicine,  May,  1967 


the  amount  of  oxygen  consumed,  we  can  substitute 
R for  that  fraction  in  equation  5 and  develop 
equation  6: 
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lt so  happens  that  in  the  normal  resting  subject 
the  right  hand  fraction  in  equation  6 approximates 
1,  therefore  the  ventilation-perfusion  ratio  for  the 
lung  as  a whole  also  approximates  the  respiratory 
quotient  (RQ)  or  the  lung  R.  However,  in  any 
given  part  of  the  lung  the  R may  be  different  from 
the  over-all  RQ  so  long  as  the  Rs  in  other  parts  of 
the  lung  vary  in  directions  which  allow  the  mean 
R to  be  equal  to  the  RQ.  Furthermore,  the  over- 
all ventilation-perfusion  ratio  is  not  tied  directly 
to  the  RQ  because  the  fractions  of  oxygen  and  car- 
bon dioxide  in  the  right  hand  expression  of  equa- 
tion 6 can  vary  with  changes  in  V/Q  while  the 
RQ  remains  constant.  Each  gas-exchanging  unit  of 
the  lung  has  its  own  R and  V/Q  ratio. 

The  relationship  can  be  identified  more  clearly 
by  having  recourse  to  the  oxygen-carbon  dioxide 
diagram  to  which  we  have  already  alluded.  In  order 
to  use  this  diagram  one  must  bear  in  mind  that 
the  total  pressure  of  a gas  mixture  (usually  at- 
mospheric pressure)  is  distributed  in  accordance 
with  the  fraction  that  each  gas  constitutes  of  the 
total  mixture.  Thus,  each  gas  has  a partial  pressure 
directly  proportional  to  its  fraction  of  the  total 
mixture.  One  must  also  remember  that  as  soon  as 
air  is  inspired  and  reaches  body  temperature,  it 
becomes  saturated  with  water  vapor  having  a 
partial  pressure  of  47  mm.Hg.  Therefore  the  re- 
maining mixture  is  atmospheric  pressure  minus  47 
mm.Hg  of  water  vapor  pressure.  Finally,  oxygen 
and  carbon  dioxide  do  not  dissociate  in  a linear 
way  in  blood  as  they  do  in  a gas  mixture,  but  have 
specific  identifiable  dissociation  curves. 

To  develop  the  concept  of  the  oxygen-carbon 
dioxide  diagram  it  is  convenient  to  consider  first 
what  happens  when  pure  oxygen  is  breathed.  After 
a period  of  time  nearly  all  nitrogen  is  washed  out 
of  the  body.  Then,  as  oxygen  enters  the  lungs,  some 
is  removed  by  the  blood  and  replaced  by  carbon 
dioxide.  Consequently,  the  farther  one  goes  from 
the  outside  atmosphere  toward  the  alveoli,  the 
lower  the  concentration  of  oxygen  and  the  higher 
the  concentration  of  carbon  dioxide  become.  The 
total  pressure  of  the  two  gases  always  equals  at- 


mospheric pressure  minus  47  mm.Hg  of  water  vapor 
pressure.  A diagram  can  now  be  constructed  (Figure 
1)  consisting  of  a 45  degree  right  angle  triangle,  the 
vertical  leg  representing  carbon  dioxide  pressure, 
the  horizontal  leg  representing  oxygen  pressure, 
while  the  45  degree  diagonal  represents  any  com- 
bination of  oxygen  and  carbon  dioxide  which  must 
always  add  up  to  100  per  cent  of  atmospheric  less 
water  vapor  pressure.  Since  there  is  no  other  gas 
involved,  and  since  we  are  dealing  with  an  open 
system,  the  oxygen  and  carbon  dioxide  molecules 
will  maintain  a one-to-one  ratio  as  they  exchange. 
During  inspiration  the  oxygen  tension  at  the  mouth 
will  equal  atmospheric  less  water  vapor  pressure, 
and  there  will  be  no  carbon  dioxide  partial  pres- 
sure. With  the  addition  from  capillary  blood  of 
each  mm.Hg  of  carbon  dioxide  partial  pressure, 
there  will  be  one  mm.Hg  less  of  oxygen  partial 
pressure,  since  they  must  add  up  to  100  per  cent  of 
atmospheric  less  water  vapor  pressure.  At  a point  a 
short  distance  up  the  diagonal  side  of  the  triangle 
we  reach  the  mixture  of  oxygen  and  carbon  dioxide 
existing  in  the  alveoli  (P^) , about  40  mm.Hg  car- 
bon dioxide  and  673  mm.Hg  of  oxygen  (40  mm.Hg 
+ 673  mm.Hg  -f  47  mm.Hg  water  vapor  = 760 
mm.Hg)  . A short  distance  farther  up  the  diagonal 
line  one  sees  the  point  representing  the  relative 
concentration  of  these  gases  in  the  mixed  venous 
blood  (Py).  as  it  reaches  the  alveoli  from  the  tissues, 
about  50  mm.Hg  carbon  dioxide  and  663  mm.Hg 
oxygen  partial  pressures. 

DIAGRAGM  OF  Og  - CO2  RELATIONSHIP 
WHILE  BREATHING  100%  Og 


Figure  I 

Diagram  of  Oo-COo  relationship  while  breathing  100%  O.. 
(See  glossary.) 
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DIAGRAM  OF  O^-CO^  RELATIONSHIP  WHILE  BREATHING  ROOM  AIR 


!•  K.li 

Diagram  of  O.rCO.,  iclalionslii|)s  while  hiealliing  room 

Xow  using  the  concept  of  the  diagram  in  Figure 
I,  we  can  proceed  to  the  situation  of  breathing 
room  air.  Here  about  79  per  cent  of  the  inspired 
air  is  nitrogen,  and  21  per  cent  is  oxygen,  so  we 
have  to  change  the  diagram  as  shown  in  Figure  II. 

I he  inspired  point  for  oxygen  is  now  approxi- 
mately 150  instead  of  713  mm.Hg.  As  this  inspired 
gas  mixes  with  dead  space  and  alveolar  gas,  the 
carbon  dioxide  partial  pressure  will  rise  because  it 
is  continually  being  supplied  by  the  capillary  blood 
perlusing  the  alveoli,  and  the  oxygen  pressure  will 
lall  owing  to  its  dilfusion  into  the  capillary  blood. 
If  the  exchange  of  carbon  dioxide  and  oxygen  were 
on  a one  molecule  to  one  molecule  basis,  and  the 
R were  ecjual  to  1.0,  the  diagonal  line  would  again 
form  a 45°  angle  as  shown  by  the  R = 1.0  line.  Now, 
let  us  suppose  that  carbon  dioxide  were  being 
produced  but  no  crxygen  removed  whatever  (al- 
though of  cour.se  it  is  impossible).  I'hen  R would 
be  ecpial  to  infinity,  and  the  only  apparent  loss  in 
oxygen  tension  would  be  due  to  the  fact  that  as 
carbon  dioxide  was  added,  the  itartial  pressure  of 
both  oxygen  and  nitrogen  would  have  to  fall  to 
accommodate  the  jiartial  jiressure  of  the  carbon 
dioxide.  This  R-ecpials-infinity  line  is  shown  on  the 
right  side  of  the  diagram.  I'he  other  extreme  (also 
impccssible) , would  be  a situation  in  which  oxygen 
was  consumed  but  no  carbon  dioxide  produced. 

R woidtl  now'  equal  zero  and  the  line  would  be 
coincident  with  the  base  line  of  the  diagram.  All 
<utnal  R lines  must  fall  betw'een  these  two  imjros- 
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air.  (See  glossary.  Diagram  based  on  Femi  et  al.,  194(i.i) 

sible  extremes.  The  over  all  RQ  for  the  body  in  a 
basal  state  falls  between  the  lines  R = 0.7,  and 
R =z:  1.0.  The  average  RQ  for  the  body  as  a whole 
is  show-n  in  Figure  II  as  the  line  labeled  R = 0.8. 
This  means  that  there  is  not  quite  as  much  carbon 
dioxide  jnoduced,  to  be  removed  by  ventilation 
through  the  lungs,  as  there  is  oxygen  consumed, 
because  oidy  w'ith  the  metabolism  of  pure  carbo- 
hydrate is  the  ratio  of  carbon  dioxide  produced  and 
oxygen  consumed  equal  to  1.0. 

In  any  jxirticular  area  of  the  lung  the  R could 
have  any  value  between  infinity  and  zero,  depend- 
ing  upon  the  V/Q  ratio  lor  that  local  region  of  the 
lung.  Accordingly,  we  can  draw^  R-lines  for  the  gas 
phase  originating  at  the  inspired  point  (Pj)  for  a 
variety  of  R values. 

Similarly,  when  blood  leaves  systemic  tissue 
capillaries  and  arrives  at  the  beginning  of  the 
alveolar  caj)illary,  the  carbon  dioxide  and  oxygen 
jnessures  determine  an  R for  it.  As  the  mixed 
venous  blood  (Pf)  courses  through  the  capillaries, 
the  rate  at  which  carbon  dioxide  is  released  and 
oxygen  acquired  will  determine  that  individual 
alveolar-capillary  R.  Owing  to  the  non-linear 
nature  of  gas  dissociation  in  blood  in  contrast  to 
the  linear  relationship  of  the  partial  pressures  of 
gases  in  a gas  mixture,  the  R-line  is  not  a straight 
line  but  curved  as  show'ii  by  the  curve  Py  — I\. 
File  blood  and  corresponding  gas  R-lines  inter- 
sect at  the  alveolar  points.  These  points  represent 
the  jjressure  of  carbon  dioxide  and  oxygen  in  end- 
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capillary  blood  and  alveolar  air  in  the  absence  of 
a diffusion  block.  The  point  for  the  R-lines  repre- 
senting the  respiratory  quotient  of  the  body  as  a 
whole  (usually  about  0.8) , can  be  identihed  as  the 
“ideal”  alveolar  air  point  PaO  of  Riley  and 
Cournand.- 

We  pointed  out  that  the  over-all  V/Q  was  a func- 
tion of  the  metabolic  respiratory  quotient  and  the 
ratio  of  gas  tension  differences  (Equation  6) , but 
that  for  any  local  part  of  the  lung  the  R was  inde- 
pendent of  the  metabolic  RQ.  Thus,  there  can  be 
both  blood  and  gas  R-lines  ranging  from  zero  to 
infinity.  A few  of  these  blood  R-lines  are  plotted 
in  Figure  II.  Each  intersection  of  corresponding 
blood  and  gas  R-lines  produces  an  alveolar  gas 
point  (Pa).  A curved  line  connecting  all  these 
points  will  go  through  evei7  possible  combination 
of  carbon  dioxide  and  oxygen  partial  pressures, 
from  the  point  of  inspiration  (Pj)  to  the  mixed 
venous  blood  (Py)  as  the  latter  arrives  at  the 
alveolar  capillary. 

Since  the  increasing  ventilation  expedites  the  re- 
moval of  carbon  dioxide,  a high  V/Q  ratio  tends 


decreases,  the  alveolar  point  moves  on  the  heavy 
line  toward  the  left  or  mixed  venous  point  (Py) 
as  shown  by  the  arrow  in  Figure  II.  This  represents 
wasted  perfusion  according  to  the  terminology  sug- 
gested by  West,^  and  is  in  the  direction  of  a venous 
admixture  because  if  there  were  no  ventilation 
(and  V/Q  = O) , the  alveolar  air  would  have  only 
the  oxygen  derived  from  mixed  venous  blood  enter- 
ing the  capillary,  and  there  would  be  no  way  of 
removing  carbon  dioxide;  both  gases  would  have 
the  same  partial  pressures  in  the  alveoli  as  in  the 
mixed  venous  blood.  On  the  other  hand,  if  V/Q 
rises  toward  inhnity,  the  alveolar  point  moves  to 
the  right  of  the  “ideal”  point  on  the  heavy  curved 
line  as  shown  by  the  right-hand  arrow  in  figure  2 
because,  in  the  absence  of  perfusion,  the  alveolar 
gas  cannot  lose  oxygen  or  gain  carbon  dioxide,  and 
woidd  have  the  same  partial  pressure  as  the  in- 
spired gas.  This  is  equivalent  to  dead  space  ven- 
tilation or,  according  to  West’s  terminology,  wasted 
ventilation. 

The  lung  as  a whole  must  follow  the  R-line 
established  by  the  metabolic  RQ,  but  the  alveolar 
point  will  be  displaced  as  a resultant  of  all  of  the 
individual  R-line  intersection  points  to  the  right 
or  left.  The  mean  alveolar  and  mixed  venous  blood 
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gas  pressures,  hoivever,  will  have  to  be  plotted 
along  the  blood  and  gas  R-lines  for  the  body  R() 
(usually  0.8). 

Now,  with  regional  increase  in  V/Q  or  wasted 
ventilation,  the  alveolar  point  for  that  region 
moves  to  the  right  anti  tends  to  act  as  a vector  force 
pulling  the  mean  alveolar  point  down  along  the 
— h.8  line  for  the  lung  as  a whole,  and  with 
areas  of  low  V/Q  or  wasted  perfusion  (venous  ad- 
mixture) the  end-capillary  or  arterial  blood  point 
moves  to  the  left,  and  draws  the  mean  arterial 
oxygen  tension  to  the  left  along  the  blood  R-line 
lor  the  body  as  a whole  (0.8)  . The  horizontal 
difference  between  parallel  vertical  lines  through 
the  resulting  alveolar  (P^)  and  arterial  (P„)  points 
constitutes  an  alveolar-arterial  blood  oxygen  pres- 
sure gradient.  Using  data  for  carbon  dioxide,  the 
vertical  difference  between  parallel  horizontal  lines 
through  the  arterial  (P^)  and  alveolar  (P^,,)  points 
is  an  alveolar-arterial  carbon  dioxide  pressure 
gradient.  It  is  evident,  owing  to  the  flat  curve  of 
the  blood  R-line,  that  carbon  dioxide  gradients  are 
negligible  with  wasted  perfusion  (venous  admix- 
ture) , but  may  become  significant  with  wasted 
ventilation  (alveolar  dead  space  ventilation)  . 

When  we  speak  of  ventilation-perfusion  ratios 
clinically,  we  do  not  refer  to  the  overall  ventilation- 
perfusion  ratio  of  the  entire  lung  because  this  is 
meaningless.  Figure  IIIA  represents  a lung  in  which 
the  Q/V  ratio  is  4 liters/minute  divided  by  5 liters/ 
minute  or  0.8,  equal  to  the  RQ  of  the  body  as  a 
whole.  Figure  IIIB  represents  a situation  in  which 
an  obstruction  in  the  pulmonary  artery  diverts  all 
five  liters/minute  of  blood  perfusion  to  one  lung 
whereas  a block  of  the  contralateral  bronchial  air- 
way diverts  all  four  liters/minute  of  ventilation  to 
the  nonperfused  lung.  Flere  the  V/Q  ratio  for  one 
lung  is  zero,  for  the  other  infinity,  and  the  over-all 
ratio  is  an  average  of  zero  plus  infinity,  a meaning- 
le.ss  figure.  Consequently  from  a practical  clinical 
standj)oint  we  speak  of  the  regional  distribution 
of  V/Q  ratios  rather  than  the  over-all  ratio. 

The  actual  measurement  of  these  ratios  is  diffi- 
(idt.  One  method,  described  by  West,^  utilizes  radio- 
active carbon  dioxide.  As  a subject  breathes  this 
gas  it  is  first  distributed  to  all  ventilated  parts  of 
the  lung,  and  then  is  cleared  by  the  capillary 
blood  which  carries  it  away  from  the  lung.  Jf  the 
subject  takes  a single  breath  of  the  gas,  and  holds 
it  for  15  seconds,  scintillation  counters  placed  in  the 
front  and  back  of  his  chest,  right  and  left,  upper 
and  lower  quadrants,  will  show  a rise  in  activity 
as  the  gas  reaches  the  alveoli,  proportional  to  the 
\olume  of  ventilation  and  volume  of  the  lung  in 
ihe  counting  field,  and  as  the  gas  diffuses  into  the 
l)lood  to  be  removed,  the  down-slope  of  the  tracing 
will  be  proportional  to  the  regional  blood  flow. 


Other  radio-active  gases  have  been  used  in  this  way, 
and  by  placing  four  or  more  counters  in  the  front 
and  back  of  the  chest,  an  estimate  can  be  made  of 
these  regional  V/Q  ratios.  WTst^  has  shown  by  this 
method  that  the  perfusion  of  the  normal  human 
lung  in  the  upright  position  decreases  steadily 
from  the  base  to  the  apex,  as  does  the  ventilation 
but  the  latter  decreases  less  rapidly;  therefore  the 
V/Q  ratio  is  normally  very  high  (about  3.3)  at  the 
apex,  and  very  low  (about  0.(33)  at  the  base  with 
inteimediate  values  in  between.  The  equipment 
needed  for  regional  studies  is  not  generally  avail- 
able so,  from  a practical  standpoint,  we  usually  de- 
pend upon  the  alveolar-arterial  oxygen  and  carbon 
dioxide  pressure  gradients  (PA-aoa  PA-acos)  > 
and  dead  space  estimations.  As  indicated  above,  the 
gradients  can  be  considered  as  vector  results  of 
opjjosing  forces  from  high  and  low  V/Q  ratios 
(Figure  II).  If  the  dominant  alteration  is  a high 
\yQ  ratio,  the  alveolar  point  tends  to  be  displaced 
to  the  right  along  the  average  gas  R-line,  and  con- 
.sequently  the  P.v-aoo  gradient  will  be  wide  because 
the  alveolar  oxygen  pressure  (Paoo)  rises  while  the 
arterial  oxygen  pressure  (Pa,,2)  remains  approxi- 
mately normal.  If  the  predominant  V/Q  abnor- 
mality is  low,  it  will  tend  to  displace  the  arterial 
oxygen  point  to  the  left  along  the  average  blood 
R-line  jtroducing  a wide  Pa-Ho^  gradient,  the 
arterial  oxygen  pressure  (Pa,)o)  tending  to  be  low 
while  the  alveolar  oxygen  pressure  (Pa,,.,)  remains 
normal.  More  often  there  will  be  a combination  of 
high  and  low  ratios  so  that  the  alveolar  point  is 
shifted  to  the  right  and  the  arterial  point  to  the 
left  leading  to  a very  wide  Pv-ao,  gradient.  On  the 
other  hand,  in  the  presence  of  severe  impairment  of 
jierfusion,  with  the  resulting  displacement  of  the 
alveolar  point  to  the  right  and  down  along  the  gas 
R-line,  there  will  also  be  a widening  of  the  PA-acoo 
pressure  gradient.  I'his  occurs  in  pulmonary  em- 
bolism. The  influence  of  V/Q  on  gradients  can  be 
summarized  by  saying  that  the  V/Q  abnormality 
leading  to  increase  in  alveolar  dead  space  (such  as 
in  pidmonary  emboli,sm)  displaces  the  alveolar 
point  in  such  a way  that  both  oxygen  and  carbon 
dioxide  alveolar-arterial  pressure  gradients  are 
widened,  whereas  when  the  V/Q  inequality  is  of 
such  a nature  as  to  increase  the  venous  admixture, 
the  oxygen  alveolar-arterial  pressure  gradient  is 
widened  but  the  carbon  dioxide  gradient  is  only 
negligibly  affected. 

The  overall  effects  of  V/Q  inequalities  in  various 
clinical  syndromes  are  shown  in  Fig.  IV.  However, 
this  figure  is  only  a general  guide  and  any  combi- 
nalion  may  occur  in  any  disease.  It  must  be  em- 
phasized that  the  V/Q  concept  should  be  used  only 
to  describe  regional  phenomena  which  influence 
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CLINICAL  SYNDROME 
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Figure  IV 

Table  of  clinical  counterparts  of  V/Q  ratios  with  associated  blood  gas  changes. 

* = In  severe  neuromtiscular  disability  V falls  and  Q may  rise  leading  to  a V/O  approaching 
zero  or  almost  pure  venous  admixture  in  which,  transiently,  O2  may  he  lost  from  capillary 
blood  to  non-ventilating  alveoli. 

**  = Most  of  the  gas  exchange  abnormality  in  alveolar-capillary  block  can  be  explained  by 
V/Q  inequality;  a block  to  gas  dihusion  is  a theoretical  but  very  small  component. 

These  concepts  apply  to  sea  level  breathing.  For  analysis  of  the  problems  at  high  altitude, 
see  Rahn  and  Fenn.5  When  lung  structure  is  normal  and  hypoventilation  diffuse.  and 
for  both  O3  and  CO^  change  concomitantly  and  the  gradients  remain  neatly  normal,  dhis  is 
not  shown  on  the  above  chart. 


total  lung  function;  it  is  not  a measure  of  total 
lung  function. 

Impairment  of  diffusion  between  alveolar  space 
and  capillary  space  is  rarely  a significant  factor, 
but  it  can  be  accounted  for  in  this  scheme  as  a 
decrease  in  the  V/Q  ratio  since  with  normal  ven- 
tilation, there  is  no  block. 

The  ventilation-perfusion  ratio  concept  is  a use- 
ful way  of  thinking  about  pulmonary  impairment. 
At  the  present  time  available  methods  of  estimating 
the  ratio  are  either  very  complicated,  or  indirect. 
The  concept  is  useful,  nonetheless,  because  it  helps 
us  focus  our  thinking  on  the  established  principles 
underlying  the  movement  of  oxygen  and  carbon 
dioxide  between  the  atmosphere  and  the  tissues. 
It  gives  especial  importance  to  the  absolute  neces- 
sity for  the  inhaled  gas  molecules  and  the  blood 
perfusing  the  pulmonary  airways  to  meet  with 
optimal  rates  and  concentrations.  It  also  helps  us 
account  for  both  normal  and  pathological  vari- 
ations in  blood  gas  concentrations  that  may,  at  first 
glance,  seem  discordant  with  our  idealized  concept 
of  the  structural  characteristics  of  the  lung. 
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Glossary 

= Minute  volume  of  expired  carbon 
dioxide. 

r=:  Minute  volume  of  alveolar  ventilation. 

= Fractions  of  expired  and  inspired  car- 
bon dioxide  in  air  respectively. 

= Minute  volume  of  oxygen  utilized. 

r=  Min  ute  volume  of  blood  flow. 

z=  Concentrations  of  arterial  and  mixed 
venous  blood  oxygen  respectively. 

- .Alveolar  partial  pressure  of  a gas. 

■ — ■ .Arterial  blood  partial  pressure  of  a 
gas. 

■ — ■ Ideal  alveolar  and  arterial  partial 
pressures  of  a gas. 

= Partial  pressure  of  a gas  on  inspiration. 

— Partial  pressure  of  mixed-venous  blood 
gas. 

= Partial  pressures  of  gases  actually  ob- 
served. 
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Pulmonary  Function  In  Surgical  Patients 


George  J.  Horner,  M.B.,  B.S. 

■ .\n  ever  increasing  progress  in  surgical  technitjnes 
anti  patient  care  enables  a great  number  of  major 
surgical  jtrocetlnres  to  be  undertaken  on  patients 
who,  not  so  long  ago,  would  have  been  considered 
a grave  risk.  The  increasing  number  of  operations 
in  fhe  aged  and  the  trend  toward  more  extensive 
snrgital  procedtires  plates  an  even  greater  responsi- 
i)ility  nptm  the  physician  to  be  aware  of  changes 
whith  often  may  pass  unrectignizetl  in  btith  jne- 
antl  post-ojierative  periotls.  Many  stntlies  have  been 
iintlcrtaken  anti  still  are  being  contlnctetl  to  deter- 
mine anti  clarify  some  of  the  mechanisms  leatling 
It)  impairetl  respiratory  function  in  relation  to 
surgery. 

Some  tlistnrbance  of  respiratory  function  will  be 
fonntl  in  every  patient  dining  anti  after  surgery. 
J'here  are,  however,  a few  groups  of  patients  where 
such  a tleficit  will  lie  of  much  greater  significance. 

Palients  xoilh  a prc-exi.sting  cardiopuhnottary 
disca.se  may  have  a Itiwer  than  normal  arterial 
oxygen  tension;  an  excessive  ])rt)tluction  of  secre- 
tions; retention  of  carbon  tlioxide;  hioh  work  of 
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Iirealhing;  anti,  retlncetl  jiolential  ventilatory 
compensation. 

Obese  palienls  have  a higher  than  normal 
respiratory  exchange  (increasetl  oxygen  ctinsnmp- 
tion  and  carlion  tlitixitle  protlnction),  therefore 
tiieir  eflective  ventilatitm  has  tti  lie  higher  to  main- 
tain a normal  arterial  blood  gas  tension.  In  these 
patients  a mt)re  jrositive  abtlominal  pressure  anti 
a mt)re  elevatetl  tliaphragm  in  recumbancy  leads  to 
a consitlerably  tliminished  expiratory  reserve  vol- 
ume, anti  moving  the  chest  wall  with  relatively  in- 
efficient respiratory  muscles  retjuires  a considerable 
increa.se  in  the  work  of  breathing,  especially  in  the 
horizontal  ptisition. 

Many  aging  patients  have  been  described  as  hav- 
ing some  retlnction  in  arterial  oxygen  tension,  a 
tliminishetl  diflusing  capacity,  an  unusually  uneven 
ventilation-perfusion  ratio,  anti  changes  in  lung 
volumes  anti  capacities  (retlnction  in  vital  capacity 
anti  ex])iratory  re,serve  volume,  increa.se  in  residual 
volume,  anti  increase  in  tleatl  space).  Both  circula- 
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tory  and  ventilatory  compensatory  responses  to 
hypoxia  may  be  diminished  in  old  people,  and  hy- 
poxemia leads  more  quickly  to  tissue  hypoxia  be- 
cause of  insufficient  compensation  by  the  heart. 

In  addition  to  the  above  mentioned  groups  of 
patients  the  following  factors  contribute  to  the 
potential  risks  of  surgery. 

Drugs 

Barbiturates,  morphine,  and  meperidine,  ex- 
anqiles  of  drugs  commonly  used  both  in  pre-opera- 
tive medication  and  in  the  post-operative  period 
to  relieve  pain,  are  respiratory  depressants. 

Atropine  and  scopolamine  decrease  secretions  in 
the  respiratory  tract  but  with  their  use  the  mucus 
thickens  and  may  be  difficult  to  cough  up. 

General  anesthetic  agents  depress  the  response  of 
the  respiratory  center  to  carbon  dioxide  and  hy- 
drogen-ion. In  addition,  cyclopropane  may  cause 
bronchoconstriction,  and  ether  excessive  respiratory 
tract  secretions. 

Spinal  anesthetic  agents  can  cause  hypoventila- 
tion by  blocking  or  depressing  nerve  conduction  to 
abdominal  and  intercostal  muscles. 

Neuromuscular  blocking  agents  (tubocurarine, 
succinyl  choline,  decamethonium,  etc.),  usually  de- 
press the  neuromuscidar  junction  of  respiratory 
muscles  while  producing  relaxation  of  abdominal 
or  skeletal  muscles.  In  addition,  tubocurarine  may 
produce  bronchoconstriction  by  liberating  hista- 
mine. 

Ramaolfia  alkaloids,  used  in  some  patients  to 
control  hypertension,  act  by  partly  depleting  the 
catecholamine  stores  in  the  body.  In  this  fashion 
the  circulatory  compensatory  response  to  hypoxia 
is  reduced  and  there  is  an  increased  danger  of  myo- 
cardial depression  and  hypotension  when  anesthesia 
is  administered  in  such  patients. 

Phenothiazines  (e.g.  Chlorpromazine)  posses  anti- 
adrenergic  effects,  and  patients  having  received  this 
drtig  will  frequently  develop  hypotension  during 
anesthesia,  have  a decreased  sympathetic  compensa- 
tory response  in  hypoxia  and  decreased  response  to 
exogenous  catecholamines. 

Prolonged  corticosteroid  therapy  tends  to  sup- 
press endogenous  secretion  of  corticosteroids;  this 
will  resnlt  in  a decreased  response  to  catecholamines 
and  a diminished  circulatory  compensation  to  hy- 
poxia during  operation  and  in  the  postoperative 
period.  The  potential  danger  of  circulatory  col- 
lapse in  such  jjatients  should  be  anticipated  and 
an  increased  cot  tic osleroid  dosage  jnovided  to 
cover  the  critic:il  period. 


Pain 

Pain  from  the  operative  site  in  the  abdomen  or 
chest  interferes  with  the  free  movement  of  the  chest 
and  the  use  of  the  abdominal  muscles  for  coughing. 
The  restrictive  influence  on  ventilation  so  imposed 
may  lead  to  shallow  breathing  and  a consequent 
atelectasis;  ineffective  cough  and  retained  secre- 
tions will  lead  to  pulmonary  infection.  The  degree 
of  impaired  ventilatory  function  will  be  deter- 
mined by  the  site  of  the  incision.  Thus  surgical 
procedures  outside  the  chest  and  abdomen  do  not 
interfere  with  respiratory  function  but  vital  ca- 
pacity is  reduced  considerably  following  surgery  of 
the  lower  abdomen  and  more  so  in  surgery  of  the 
upper  abdomen.  Other  effects  of  abdominal  surgery 
on  respiratory  function  include  an  increase  in 
respiratory  rate,  decreased  tidal  volume,  and  a re- 
duction in  inspiratory  capacity  and  reserve  volume. 

Abdominal  Distention 

Abdominal  distention  with  the  consequent  in- 
crease in  intra-abdominal  pressure  causes  reduction 
in  lung  volumes  and  capacities.  It  is  a frequent 
cause  of  respiratory  complications  post-operatively. 

Restrictive  Dressing 

This  acts  in  a way  similar  to  abdominal  disten- 
tion in  interfering  with  respiratory  motion  and 
tlecreasing  availaijle  ventilatory  compensation. 

Smoking 

In  heavy  smokers  (more  than  one  [)ackage  of 
cigarettes  per  day),  even  without  an  established  di- 
agnosis of  a chronic  obstructive  lung  disease,  the 
incidence  of  post-operative  respiratory  complica- 
tions is  significantly  higher  than  among  non- 
smokers. 

Position 

Even  in  healthy  subjects  the  arterial  oxygen  ten- 
sion is  slightly  lower  in  the  supine  than  in  the 
erect  position,  and  lung  volumes  and  capacities  are 
redticed  in  the  supine  position-.  The  horizontal  posi- 
tion also  leads  to  changes  in  distribution  of  ventila- 
tion as  well  as  perfusion,  resulting  apparently  in  a 
less  favorable  ventilation-perfusion  ratio,  which 
may  explain  the  slightly  lower  arterial  oxygen  ten- 
sion. 

Anemia 

It  is  not  uncommon  for  a hospitalized  patient  to 
have  a lotv  hemoglobin  content  which  may  remain 
nncorrected.  This  reduced  oxygen  carrying  capacity 
of  the  Idood  has  to  be  compensated  by  increase  in 
oxygen  Iranspoit  per  minute,  i.c.  an  iiureasc  in 
c.irdiac  oulpul.  d'he  liigher  inspired  oxygen  con- 
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centration  may  not  be  an  adequate  substitute  for 
reduced  hemoglobin  content;  in  fact,  one  unit  of 
packed  cells  will  accomplish  more  than  the  use  of 
100  j3er  cent  oxygen  in  an  anemic  but  otherwise 
normal  individual. 

rite  factors  listed  above  may  produce  hy})oxemia 
in  several  ways: 

Hypoventilation  which  will  lead  to  both  low 
arterial  oxygen  tension  and  a high  carbon  dioxide 
tension  with  respiratory  acidosis. 

incrensed  venous  admixture  (or  shunt)  which  is 
defined  as  that  part  of  the  cardiac  output  which  is 
returned  to  the  left  heart  unoxygenated: 

(1) .  Uneven  distribution  of  ventilation  in  rela- 
tion to  perfusion  is  a cause  of  shunting  whenever 
some  alveoli  are  hypoventilated  relative  to  their 
perfusion. 

(2) .  .Vtelectasis  is  a non-ventilating  air  s)Kue  pre- 
sumably in  a state  of  collapse-  If  such  a non-venti- 
lated  air  space  remains  perfused  a venous  admix- 
ture or  .shunt  is  established.  This  venous  admixture 
is  independent  of  alveolar  oxygen  tension  and  its 
recognition  is  facilitated  by  its  persistence  even 
when  100  })er  cent  oxygen  is  breathed. 

When  vetitilating  spontaneously  or  artificially  at 
(onstatit  tidal  volumes  diffuse  atelectasis  may  de- 
velop with  decrease  in  litng  volume,  decreased 
compliance,  and  increased  venous  admixture.  These 
changes  may  be  reversed  by  occasional  deep  breaths. 
A normal  person  sighs  approximately  nine  times 
per  hour.  Drugs,  pain,  and  immobility  all  limit  the 
frequency  and  extent  of  such  sighing.  The  collapse 
of  the  alveolar  unit  may  be  due  to  behaviour  of 
surface  forces  acting  at  the  gas-liquid  interface  of 
alveolar  units.  A film  (surfactant)  reduces  surface 
tension  when  the  alveolar  volume  is  decreased  and 
thus  provides  stability  to  the  lung  by  allowing 
alveolar  units  to  exist  in  an  inflated  state  at  low 
transpidmonary  pressures  and  alveolar  units  of  dif- 
ferent sizes  to  exist  simultaneously  at  the  same 
iransmural  pressure.  How'ever,  when  not  moved  or 
stretched  this  surfactant  exhibits  “ageing”,  i.e.  the 
surface  tension  increases  when  the  surface  film  is  in- 
active. Alveolar  units  with  increased  surface  ten- 
sion will  decrease  in  size  and  tend  to  collapse. 
■Atelectatic  areas,  being  poorly  drained,  may  be  good 
areas  for  infection  to  occur.  Most,  if  not  all,  post- 
operative pneumonias  begin  as  ateleetasis. 

Hecause  hypoxemia  still  appears  to  be  a major 
clinical  j)roblem  in  patients  during  and  after 
surgery,  recognition  cif  all  factors  which  may  pro- 
mote hypoxia  or  interfere  with  compensatory  me- 
chanisms is  mandatory.  Pre-operative  evaluation  of 
pulmonary  function  in  all  patients  suspected  of 
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ventilatory  disturbance  should  be  planned;  in  the 
presence  of  obstructive  pulmonary  disease  a vigor- 
ous bronchial  toilet  including  intermittent  posi- 
tive pressure  breathing,  bronchodilators,  postural 
drainage  and  breathing  exercises  should  be  under- 
taken lor  several  days  before  surgery.  During  and 
after  operation  a free  use  of  blcjod  gas  analysis  and 
]jH  estimation  should  be  made  for  guidance 
through  potentially  stormy  pc3st-operative  periods 
in  selected  cases. 

Summary 

Idle  pre-  and  post-operative  period,  as  well  as  the 
surgery  itself,  carries  an  increased  hazard  to  venti- 
latory function  in  certain  groups  of  patients.  Rec- 
ognition of  the  factors  playing  part  in  this  po- 
tentially dangerous  period  may  mean  a difference 
between  a smooth  and  uneventful  post-operative 
course,  and  a stormy  one  with  serious  complica- 
tions. 
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Usefulness  Of  Serial  Arterial  Blood  Gases  In  The  Care 

Of  Patients  With  Respirator/  Failure 


■ Since  the  Severinghaus  carbon-dioxide  and  Clark 
oxygen  tension  electrodes  became  available,  the 
measurement  of  the  arterial  blood  gases  has  become 
easier  and  relatively  less  time  consuming.  The  mea- 
surement of  arterial  blood  gases  should  include  not 
only  oxygen  tension  (PO2)  and  carbon  dioxide  ten- 
sion (PCO2)  but  also  pH  determinations. 

A definition  of  respiratory  failure  has  been  pro- 
posed by  Bates  and  Christieh  “ ‘respiratory  failure’ 
may  be  said  to  be  present  when  the  tension  of  res- 
piratory gases  in  the  blood  leaving  the  lungs  is  no 
longer  within  physiological  limits.”  This  definition 
is  broad;  the  American  Thoracic  Society,  in  its 
statement  on  principles  of  respiratory  care-,  states 
more  specifically  that,  although  considerable  in- 
sufficiency for  oxygenation  and  carbon  dioxide  re- 
moval may  be  tolerated,  patients  with  oxygen  ten- 
sions persistently  below  55  mmHg  or  carbon  di- 
oxide tensions  above  50  mmHg  are  in  respiratory 
failure  and  usually  require  respiratory  care.  Thus, 
serial  arterial  blood  gas  determinations  are  an  in- 
valuable part  of  the  critical  assessment  of  patients 
with  respiratory  failure  since  these  tests  define  the 
initial  state  of  respiratory  failure  as  well  as  the 
subsequent  dynamic  changes  due  to  the  therapeu- 
tic management.  As  is  evident  from  the  above  defi- 
nitions, carbon  dioxide  retention  indicates  respira- 
tory failure  primarily  due  to  alveolar  hypoventila- 
tion, and  moderate  to  severe  hypoxemia  without 
hypercapnia  may  indicate  a more  critical  respiratory 
failure  due  to  the  effect  of  venous  admixture.  It  is 
further  stated  by  Bates  and  Christie^  that  in  their 
experience,  there  can  be  no  substitute  for  the  meas- 
urement of  arterial  gas  tension  in  the  diagnosis 
and  management  of  respiratory  failure.  For  the 
analysis  of  hypercapnia  a PCO2  of  > 45  mmHg  was 
chosen  as  a sign  of  alveolar  hypoventilation. 

Any  abnormalities  in  pulmonary  function  due  to 
various  etiological  factors  should  be  reflected  in  ar- 
terial blood  gas  tensions.  The  lungs  can  be  treated 
as  the  organ  for  removing  carbon  dioxide  from 
mixed  venous  blood  and  picking  up  oxygen  for 
arterial  blood.  Thus,  the  abnormalities  of  arterial 
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blood  gas  tensions  can  be  categorized  into  three 
general  groups:  I)  hypercapnia  with  compensated 
or  uncompensated  respiratory  acidosis  and  con- 
comitant hypoxia;  II)  hypercapnia  with  alkalosis 
and  concomitant  hypoxia;  and  III)  hypoxia  with 
respiratory  alkalosis  or  metabolic  acidosis.  From  a 
clinical  point  of  view  these  three  groups  offer  cer- 
tain categories  of  patients  with  respiratory  failure: 
group  I includes  a majority  of  chronic  obstructive 
pulmonary  diseases  with  or  without  acute  exacerba- 
tion; group  II  includes  chronic  obstructive  pid- 
monary  diseases  with  concomitant  metabolic  alka- 
losis due  to  hypokalemia,  hypochloremia,  or  too 
rapid  reduction  of  PCOg  by  mechanical  ventila- 
tion; and,  group  III  includes  diffuse  or  focal  restric- 
tive pulmonary  disease  with  a venous  admixture  ef- 
fect due  to  various  causes.  Physiologically,  groiqrs 
I and  II  have  abnormalities  in  alveolar  hypoventila- 
tion due  to  impaired  ventilation  and  uneven  dis- 
tribution of  inspired  gas.  Groiqr  III,  however,  con- 
sists primarily  of  abnormalities  in  the  diffusion  of 
oxygen,  jrerfusion  of  mixed  venous  blood  and  ven- 
tilation-perfusion inequality. 

At  the  Yale-New  Haven  Hospital  the  number  of 
arterial  blood  gas  measurements  on  patients  in- 
creased nearly  ten  fold  from  1963  to  1966.  The 
number  of  arterial  bloods  with  a PaCOj  of  > 45 
mmHg  also  increased  from  95  in  1963  to  806  in 
1966.  In  1963,  168  patients  had  a total  of  308  ar- 
terial blood  gas  analyses,  whereas  in  1966,  940  pa- 
tients had  a total  of  3088  arterial  blood  gas  analy- 
ses. The  number  of  patients  who  had  PaCOg  of  > 
45  mmHg  represented  12  per  cent  of  all  patients 
Avho  had  arterial  blood  gas  analyses  in  1963,  where- 
as in  1966,  20  per  cent  of  all  patients  who  had  the 
arterial  blood  gas  analyses  had  hypercapnia  of 
PaC02  > 45  mmHg.  It  is  of  note  that  in  1963  the 
average  patient  with  hypercapnia  had  a series  of 
2.5  tests,  whereas  in  1966  this  increased  to  4.3. 

Figures  I,  II,  and  III  represent  graphical  dis- 
tributions of  blood  samples  with  PaCOa  > 45 
mmHg  for  the  years  1963,  1964  and  1965.  For  19()6 
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ttnalysis.  According  to  this  analysis,  group  I in- 
cltides  tirlerial  blood  values  which  fall  in  Refsuni’s 
/ones  1,  2,  3 and  1,  ;ind  group  II  includes  those  in 
/ones  5 ;tnd  (i.  The  majority  of  group  I falls  in 
/one  i which  represents  a zone  of  chronic  com- 
pensated respinitory  acidosis.  In  1963,  52.7  per  cent 
were  distributed  in  zc^ne  4,  whereas  in  1966  only 
36. 1 per  cent  fell  into  this  category.  Htjwever,  there 
is  an  increasing  percentage,  annually,  for  zone  1 
which  represents  a frank  superimposed  metabolic 
acidosis  with  hypercapnia.  Zone  1 includes  those 
arterial  blood  gas  tensions  in  cases  of  .severe  me- 
tabolic acidosis  due  to  cardiogenic  shock  and  ter- 
minal hy|)ercapni;i.  The  increasing  incidence  in 
zone  1 represents  more  vigorous  management  of 
terminal  cardiac  patients  with  defibrillation  and  ex- 
termd  cardiac  ma.ssage.  Zone  2 is  dehned  as  a zone 
of  .'icnle  nncompenstited  respiratory  acidosis  paral- 
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leling  body  buffer  lines,  and  zone  3 is  an  inter- 
mediary zone  between  zones  2 and  4 and  defined  as 
either  ])artially  compensated  acute  respiratory 
acidosis  or  a superimposed  respiratory  acidosis  on 
chronic  compensated  respiratory  acidosis.  Zone  4 is 
a compensated  respiratory  acidosis.  Group  I,  falling 
in  zones  1,  2,  3,  and  4 remained  fairly  constant  at 
60-70  per  cent  of  all  tests,  showing  PaCO,  of  > 45 
mniHg  throughout  the  four  years. 

Group  II  studies  lie  in  zones  5 and  6,  and  con- 
stitute 30-40  per  cent  of  tests  showing  a PaCOo  of 
> 45  inmMg  annually.  Zone  5 is  defined  as  a zone 
of  acute  recovery  from  compensated  respiratory 
acidosis,  or  a metabolic  alkalosis  superimposed  on 
compensated  respiratory  acidosis.  Zone  6 is  defined 
as  a frank  metabolic  alkalosis  superimposed  on 
compensated  respiratory  acidosis.  There  has  been 
an  increasing  incidence  of  tests  in  zone  6 in  the 
last  two  years. 

Case  History,  Group  I 

H.C.  a 62-year-old  white  male  was  admitted  on  25  Sep- 
tember 1965  and  expired  on  16  October  1965.  He  had  30 
aterial  blood  gas  studies  during  his  hospital  course.  The 
initial  tests  on  25  September  1965  revealed  that  pH  = 7.16, 
PaCOj  = 83  inmHg,  and  PaOu  = 62  mmHg  (O,  therapy) 
with  venous  serum  electrolytes  of  Na  = 136,  K = 3.9,  Cl  = 
89  and  HCO^  = 30.5  mEq/L.  These  data  fall  in  Refsum’s 
zone  2.  Subsequently  the  patient  was  tracheostomized  and 
treated  vigorously  with  l.P.P.B.  and  oxygen.  The  next  day 
the  arterial  blood  gas  study  revealed  that  pH  = 7.38  and 
PaCOo  59  mmHg  which  now  fell  in  zone  4.  This  is  in 
accordance  with  an  initial  Cl  of  89  and  HCO3  of  30.5  mEq/L. 
suggesting  chronic  renal  compensatory  mechanisms  at  play, 
thus,  as  the  PaCOa  decreased  from  83  to  59  mmHg  by  l.P.P.B. 
via  tracheostomy,  the  initial  point  in  zone  2,  which  represents 
an  acute  respiratory  acidosis  superimposed  on  chronic  com- 
pensated respiratory  acidosis,  shifted  to  zone  4 which  repre- 
sents a chronic  compensated  respiratory  acidosis.  Five  days 
later  a repeated  arterial  blood  gas  study  revealed  a pH  of 
7.47,  PaCOo  of  58  mmHg  and  PO2  of  35  mmHg  (breathing 
ambient  air)  with  venous  serum  electrolytes  of  Na  = 139, 
K = 4.2,  Cl  = 85  aiul  HCO3  = 39.5  mEq/L.  These  data 
shift  the  point  to  zone  5 which  represents  acute  recovery  from 
chronic  compensated  respiratory  acidosis  and  superimposed 
j metabolic  alkalosis.  The  latter  occurred  because  tbe  patient 
j had  gastric  distension  with  bleeding  treated  by  gastric  as- 
l|  piration,  Amphogel,  and  milk.  On  the  seventh  day  the  pH 
I was  7.48,  and  PaCOa  73  mmHg  with  venous  serum  electro- 
lytes of  Na  = 140,  K — 3.5,  Cl  = 82  and  HCO3  = 40.0 
mEq/L.  The  acid-base  point  was  shifted  farther  to  zone  6 
which  represents  superimposed  metabolic  alkalosis  on  acute 
and  chronic  respiratory  acidosis.  On  the  21st  hospital  day 
the  patient  expired  from  massive  upper  gastro-intestinal 
bleeding  despite  rapid  blood  transfusion.  This  case  illustrates 
a dynamic  shift  in  acid-base  balance  in  the  management 
of  acute  and  chronic  respiratory  failure  with  hypercapnia  and 
the  importance  of  superimposed  metabolic  acid-base  changes 
which  may  influence  the  final  outcome.  The  plotting  of  pH 
anti  PaCOa  serially  on  Refsum's  diagram  was  helpful  not  only 

in  assessing  various  factors  influencing  the  acid-base  balance 
I 
I 
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al  each  moinciK  but  also  to  provide  a vectorial  a.s.sc.ssmcnl 
of  ihe  over  all  mauagemeiil  of  acid-ba.se  balance  in  a coin- 
plitaied  ca.se. 

Case  History,  Group  II 

W.C.,  a 64-year-okl  white  male  was  transferred  from  an- 
other hospital  on  August  1,  1963  with  severe  dyspnea.  He 
had  initial  arterial  blood  gas  studies  with  a pH  of  7.47, 
PaCO.  64  and  PaOo  35  mmHg  and  oxygen  saturation  of  71 
per  cent.  These  data  place  the  initial  point  in  zone  6.  The 
patient  hatl  been  treated  for  congestive  heart  failure  with 
digitalis,  chlorothiazide  and  mercurial  diuretics  in  the  first 
hospital.  On  the  day  after  transfer  following  vigorous  l.P.P.B. 
therapy,  the  PCOj  dropped  to  57  mmHg  but  the  pH  became 
more  alkalotic  at  7.49.  At  this  time  venous  serum  electrolytes 
revealed  that  Na  = 137,  K = 3.5,  Cl  = 86  and  HCO3  z= 

39  niEq/I,.  Clearly  this  patient  had  chronic  respiratory 
acidosis  with  superimposed  metabolic  alkalosis  manifested 
by  hypochlorcmia.  A pH  of  7.48,  and  PCOo  of  51  in- 
dicated a shift  in  the  initial  point  to  zone  5 after  nine 
days  of  vigorous  l.P.P.B.  therapy.  In  order  to  correct  a com- 
ponent of  metabolic  alkalosis,  1,000  ml.  of  saline  containing 

40  mEtj  of  KCl  were  given  intravenously  on  the  ninth  day. 
The  next  day  a pH  of  7.43,  PCO,  of  45  mmHg  and  PO2  of 
68  mmHg  were  obtained  with  Na  of  137,  Cl  of  94  and  HCO3 
of  29.2  mEq/L,  thus  correcting  the  pH  to  the  upper  limit 
or  normal.  These  data  shift  the  point  farther  down  to  zone  4 
which  represents  a chronic  compensated  respiratory  acidosis 
for  this  patient.  This  case  illustrates  persistent  alkalosis  in 
spite  of  a decreasing  PaCOo  with  vigorous  l.P.P.B.  therapy, 
until  superimposed  metaholic  alkalosis  was  corrected  with 
KC15. 

Group  III  Problems 

Serial  determinations  of  PaOg  with  oxygen  and 
mechanical  ventilation  provide  guidelines  for  the 
successful  management  of  patients  in  the  Group 
III  category.  The  patients  with  acute  or  chronic 
restrictive  pulmonary  disease  such  as  sarcoidosis, 
diffuse  interstitial  pneumonia,  and  diffuse  pul- 
monary fibrosis  fall  into  this  category,  as  well  as 
those  with  acute  respiratory  failure  following  pro- 
longed extracorporeal  oxygenation  or  massive 
atelectasis  as  a complication  of  upper  abdominal 
surgery.  In  order  to  correct  severe  hypoxia,  initially 
high  oxygen  concentration  with  effective  mechan- 
ical ventilation  is  required;  however,  as  hypoxia 
improves  the  inspired  oxygen  concentration  should 
be  reduced  below  40  per  cent  to  prevent  the  patho- 
logical changes  due  to  prolonged  exposure  to  high 
oxygen  concentration.®  As  soon  as  PaOj  exceeds 
150  mmHg  with  oxygen  and  mechanical  ventila- 
tion, the  inspired  oxygen  concentration  is  reditced 
to  provide  a PaOg  of  around  80-100  mmHg.  On 
the  other  hand,  we  have  encountered  several  cases 
of  fulminating  interstitial  pneumonia  with  severe 
hypoxia  which  coidd  not  be  corrected  adequately 
with  100  per  cent  oxygen  and  mechanical  ventila- 
tion, resulting  in  moderate  to  severe  respiratory 
alkalosis.  These  patients  may  be  benefitted  by  extra- 
corporeal oxygenation  during  the  initial  period  of 
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severe  Iiypoxia,  which  cannot  he  corrected  with 
100  per  cent  O,  and  currently  available  mechanical 
ventilalors  despite  the  resulting  respiratory  alka- 
losis. 

Case  History,  Group  III 

G.tV\,  was  adiniucd  with  acute  pancreatitis  on  October 
10,  1966,  anil  treated  with  nasogastric  suction  and  intravenous 
electrolyte  rc])laceinent  uneventfully  for  10  days  when  shock 
and  cyanosis  developed.  .-Xrterial  blood  gas  studies  at  this  time 
revealed  a pH  of  7.22,  PCOj  of  41  ininllg  and  PO^  of  44 
inmHg  with  an  arterial  oxygen  saturation  of  70  per  cent. 
1 he  patient  was  found  to  have  a pseudocyst  of  the  pancreas 
and  left  pleural  effusion.  During  the  next  eight  hours  the 
jratient  was  ventilated  hy  a volume  limited  mechanical 
ventilator  and  100  per  cent  oxygen  via  tracheostomy.  Arterial 
blood  gas  studies  revealed  a pH  of  7.44,  PCOo  of  41  inmHg 
and  POa  of  50  mmflg  with  the  correction  of  shock  by  vaso- 
pressor agents,  .\fter  rigorous  l.P.P.li.  theraiJv  and  100  per 
cent  oxygen,  arterial  blood  gas  studies  revealed  a pH  of  7.50 
and  PCO.j  of  31  mmllg,  but  the  POo  was  still  44  mmllg 
desirite  a moderate  respiratory  alkalosis.  This  ca.se  exemplifies 
the  difficulty  of  correcting  severe  hypoxia  due  to  venous 
admixture  or  the  shunting  effect  of  methanical  ventilation. 
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Clinical  Physiology  Of  Respiratory  Failure 


George  J.  Horner,  M.B.,  B.S. 

■ The  major  function  of  the  cardio-respiratory 
system  is  to  provide  an  adequate  amount  of  oxygen- 
ated blood  at  each  moment  to  all  tissties  of  the 
body,  d’he  primary  function  of  the  lung  is  to  pro- 
vide oxygen  for  venous  blood  and  to  remove  the 
waste  product,  carbon  dioxide.  The  efhcacy  of  this 
system  is  reflected  in  the  tension  of  respiratory 
gases  leaving  the  lung. 

An  interference  with  the  gas  exchange  at  any 
level  severe  enough  to  cause  hypoxia  and/or  hyper- 
capnia will  lead  to  respiratory  failure.  This  can 
occur  in  normal  lungs  as  well  as  in  association  w’ith 
lung  disease,  and  the  factors  most  commonly  in- 
volved are  hypoventilation,  inequality  of  the  dis- 
tribution of  ventilation  and  perfusion  ratios,  and 
poor  iliftusion. 

Hypoventilation 

Inade(|uate  ventilation  of  alveoli  is  one  of  the 
most  frecjuent  cairses  of  a deficient  gas  exchange 
resulting  in  hypoxemia,  carbon  dioxide  retention, 
and  respiratory  acidosis.  (Alveolar  ventilation  is 
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that  part  of  total  ventilation  which  participates  in 
gas  exchange;  the  remaining  volume  of  air  fills  the 
conducting  airways  and  nonperfused  alveoli-physio- 
logical  deail  space.  A pathological  and  uncompen- 
sated increase  in  dead  space  or  reduction  in  tidal 
volume  will  result  in  hypoventilation). 

The  oxygen  requirement  at  rest  is  approximately 
250  ml.  per  minute.  In  hypoventilation  the  oxygen 
supplied  is  inadequate  to  maintain  normal  alveolar 
levels  of  the  gas,  thus  the  oxygen  tension  in  the 
pulmonary  caijillary  blood  perfusing  the  hypoven- 
tilated  alveoli  will  fall,  with  a consequent  decrease 
in  arterial  oxygen  tension  and  saturation.  At  the 
same  time  there  will  be  a rise  in  alveolar  and 
arterial  carbon  dioxide  tensions  because  the  de- 
creased volume  of  air  ventilating  the  alveoli  will 
be  insufficient  to  remove  all  the  carbon  dioxide 
produced  and  brought  to  the  alveoli  by  the  venous 
blood.  Such  an  elevation  in  carbon  dioxide  tension 
will  cause  a fall  in  pH  with  respiratory  acidosis  as 
a result. 


DR.  GEORGE  J.  HORNER,  Instructor  iii  Medicine  and 
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Table  I 

Causes  of  Hypoventilation 

I.  Thoracic 

A.  Extiapulmonary 

1.  Bony  Cage 

(a)  Arthritis. 

(b)  Deformities. 

(c)  Scleroderma. 

2.  Respiratory  muscles 

(a)  Elevation  of  diaphragm. 

(b)  Muscle  dystrophies. 

(c)  Neuromuscular  block 

(1)  curare,  succinylcholine,  decame- 

thonium. 

(2)  nerve  ga.ses. 

(i)  botulinus,  and  nicotine  poisoning. 
(4)  myasthenia  gravis. 

(d)  Infections 

(1)  poliomyelitis. 

(2)  peripheral  neuritis. 

(e)  Spinal  cord  trauma. 

,S.  Pleural  Space 

(a)  Pleural  effusion. 

(b)  Pneumothorax;  hemothorax. 

B.  Pulmonary 

1.  Decrease  in  Functioning  Lung  Tissue 

(a)  Atelectasis. 

(b)  Tumor. 

(c)  Pneumonia. 

2.  Decreased  Distensibility  of  Lung  Tissue 

(a)  Restrictive  disease. 

(b)  Congestion. 

3.  Obstruction 

(a)  Smothering  (externally  applied  occlu- 

sion.) 

(b)  Malposition  of  tongue  during  uncon- 

sciousness. 

(c)  Foreign  body. 

(d)  Excessive  secretions. 

(e)  Laryngeal  spasm  and  paralysis  (e.g.  bul- 

bar poliomyelitis). 

(f)  Edema  and  swelling  due  to  inflamma- 

tion of  tracheobronchial  tree. 

(g)  Mucous  plug. 

(h)  Space  occupying  lesions  involving  tra- 

cheobronchial tree. 

II.  Central  Nervous  System 

1.  Intracranial  Space-occupying  Lesions 

(a)  Expanding  tumor. 

(b)  Trauma  with  hemorrhage. 

(c)  Inflammatory  swelling. 

(d)  Defective  cerebrospinal  fluid  absorbtion. 


2.  Direct  Trauma  to  Medulla. 

3.  Vims  Infections  (e.g.  Bulbar  Poliomyelitis.) 

4.  Drugs 

Decrease  sensitivity  of  respiratory  center  to 
CO.,  and  depress  intrinsic  CNS  mechanism 
of  respiration. 

(a)  General  anesthesia. 

(b)  Barbiturates. 

(c)  Morphine. 

(d)  CO2  Narcosis. 

5.  Hypoxia  or  Cerebral  Ischemia. 

6.  Metabolic  Alkalosis. 

7.  Electrocution. 


There  is  a wide  variety  of  factors  contributing 
to  or  causing  hypoventilation  (Table  I),  however 
they  all  converge  upon  a final  common  pathway 
towards  hypoxemia,  hypercapnia,  and  acidosis. 

Uneven  Distribution  Of  Ventilation 
And  Blood  Flow 

An  ideally  functioning  lung  would  be  one  where 
the  inspired  air  is  uniformly  distributed  to  each 
of  the  alveoli  with  all  the  alveolar  units  evenly  per- 
fused by  blood.  In  such  a case  the  ventilation/per- 
fusion  ratio  would  be  equal  in  every  part  of  the 
lung.  In  reality  there  is  a regional  unevenness  of 
ventilation/perfusion  ratios  even  in  a normal  lung 
ranging  from  the  under-perfused  (and  relatively 
over-ventilated)  apex  to  the  over-perfused  (and 
relatively  under-ventilated)  base.  In  spite  of  these 
regional  differences,  the  net  effect  of  this  ventila- 
tion/perfusion ratio  inequality  on  over-all  gas  ex- 
change is  minimal,  resulting  in  a reduction  of 
arterial  oxygen  tension  by  only  approximately  3 
mm.Hg  below  that  which  would  be  present  in  an 
ideally  functioning  lung.^ 

In  an  abnormal  lung,  however,  the  inequality  of 
ventilation  in  relation  to  perfusion  may  be  such 
as  to  cause  a significant  impairment  of  gas  ex- 
change. Two  extreme  examples  of  such  inecpiality 
are: 

1.  Venous  admixture  (shunt)  which  is  that  part 
of  the  blood  which  perfuses  non-ventilating  alveoli 
(e.g.  in  atelectasis,  consolidation,  terminal  airway 
closure),  and  consequently  does  not  take  part  in 
gas  exchange.  It  joins  the  arterialized  blood  and 
lowers  the  mean  arterial  oxygen  tension. 

2.  Alveolar  Dead  Space  signihes  that  volume  of 
air  which  ventilates  non-perfused  alveoli  (e.g.  in 
pulmonary  embolism,  emphysema,  destruction  of 
part  of  the  pulmonary  vascular  bed). 

Diffusion 

Oxygen  diffusion  from  alveoli  to  pulmonary 
capillary  blood  may  be  reduced  in  conditions  such 
as  sarcoidosis,  berylliosis,  asbestosis,  pulmonary 
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edema,  inlcrstilial  or  alveolar  pulmonary  lihiosis 
ami  emphysema  whei  e lliere  is  desli  lu  I ion  ol 
alveoli  ami  (apillaries.  i he  resulting  impairnieni 
in  gas  exthange  will  lead  to  hypoxemia  without 
hypei  etipnia. 

Effects  Of  Hypoxemia 

The  lall  in  artcritil  oxygen  tension  stinntlales 
eaiotid  and  aortic  body  chemoreeeplors  to  a lellex 
iiurcase  in  tidal  volume  and  respiratory  rate.  The 
signilicant  response  occurs  at  an  arterial  oxygen 
tension  ol  less  th;ui  (iO  mm.llg.  This  rellex  works 
even  in  tmconsciousness  responding  only  to  a lall 
in  arterial  oxygen  tension  ;ind  not  to  content  (i.e. 
does  not  work  in  tinemia,  methemoglobinemia,  or 
(ai  hon  monoxide  j)oisoning.- 

J'he  hrtiin  is  very  sensitive  to  oxygen  depriva- 
tion. Jiuretised  permetdrility  to  passage  ol  water 
occurs  in  brain  capillaries  even  in  hypicxia  ol  briel 
duration  and  cerebral  edema  develops.  Irreversible 
parenchymal  damage  can  occur  rapidly.  Chronic 
hypoxia  ol  moderate  degree  may  produce  impair- 
ment ol  judgment,  psychologic  abnormalities  and 
increased  neuromuscidar  irritability.^ 

The  jjidmonary  arterial  bed  reacts  to  hypctxia  by 
vasoconstriction,  increased  resistance  to  blood  How 
with  a consecpient  pulmonary  hypertension  and 
ultimately  right  ventricidar  lailure. 

Centrilobular  liver  cells  may  undergo  fdjrosis  in 
moderate,  prolonged  hype^ia.  In  proiound  hypoxia 
portal  hypertension  and  hank  hepatic  necrosis  may 
occur. 

Effects  Of  Hypercapnia 

I'he  elevation  ol  arterial  carbon  clicjxicle  tension 
stimulates  the  respiratory  center  to  a rise  in  tidal 
volume  and  respiratory  rate.  However,  drugs  (bar- 
biturates, morphine,  anesthetic  agents),  severe  hy- 
poxia and  hypercapnia,  will  depress  the  respiratory 
center  and  no  response  tvill  occur.  1 he  manilesta- 
tions  due  to  the  ellect  ol  increased  carbon  dioxide 
tension  on  the  central  nervous  system  resemble 
those  ol  organic  brain  disease  or  tumor  including 
jjapillecleina,  headache  and  somnolence. 

Acidosis 

.V  lall  in  pH  may  cause  an  increase  in  tidal 
volume  and  respiratory  rate.  Renal  excretion  ol 
hydrogen  ion  is  step|)ecl-up  and  bicarbonate  is  con- 
served to  compensate  lor  the  rise  in  the  hydrogen 
ion  concentration  ol  resjnnitory  acidosis. 

Iti  severe  hypoxia  an  accumulation  ol  hictic  acid 
causes  a metabolic  ticidosis.  This  is  clue  to  in- 
creased anaerobic  over  aerobic;  metabolism,  result- 
ing in  an  excess  ol  jjyruvic  acid;  instead  ol  being 
oxidized  to  carbon  dioxide  and  water  in  the  citric 


C;irciilatoiy  and  metabolic  consc>qiiciices  of  acute  ie,spiratory 
failure. 

;icid  cycle,  pyruvic  acid  is  reduced  to  lactic  acid  by 
the  enzyme  lactic  dehydrogenase.  This  type  ol 
acidosis  is  usually  present  when  arterial  oxygen  ten- 
sion is  less  than  30  nnn.Hg  il  organ  pcrlusion  is 
impaired,  especially  in  patients  who  have  an  associ- 
ated impairment  cjl  liver  function  (lactic  acid  is 
metabolized  by  the  liver).^ 

.\n  important  consequence  of  respiratory  failure 
is  circidatory  collapse  due  in  part  to  the  effect  of 
high  arterial  carbon  dioxide  tension  and  low  pH 
on  myocardial  muscle  (Fig.  I).  Metabolic  acidosis 
so  produced  will  be  superimposed  on  respiratory 
acidosis  with  a further  depression  of  cardiac  output 
as  a result.  'This  vicious  circle  could  be  broken  and 
even  prevented  if  respiratory  failtire  is  relieved.'* 

Summary 

Hypoventilation,  inecpiality  of  ventilation  ;mcl 
perfusion,  and  diminished  diflusion  may  impair 
the  respiratory  gas  exchange  to  such  a degree  that 
respinitory  lailure  will  residt.  'The  effects  of  hy- 
poxia, hyperca|)nia  and  ticidosis  arc  briefly  dis- 
cussed. Prevention  or  at  least  delay  in  onset  of 
respiratory  failure  is  almost  always  possible  if  the 
mechanisms  and  early  manifestations  are  recc^g- 
niz.ccl  in  time. 
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Humidity  And  Water  Aerosol  Therapy 


■ W^ater  is  a major  therapeutic  agent  in  the  treat- 
ment of  broncho-pulmonary  disease,  and  with  im- 
provement in  inhalation  therapy  equipment  and 
techniques  it  is  being  used  with  increasing  efficiency. 
Unfortunately,  the  inhalational  ixse  of  water  is  as- 
sociated with  many  different  terms,  and  it  is  ne- 
cessary that  some  precise  definitions  be  understood 
and  used.  Inhaled  rvater  falls  into  two  categories, 
and  differentiation  must  be  made  between  humidity 
and  vapor  on  the  one  hand,  and  mist,  aerosol,  “cold 
steam”,  and  fog  on  the  other.  In  the  following  dis- 
cussion, vapor  will  be  used  as  representative  of  the 
first  category,  and  aerosol  of  the  second.  Water 
vapor  is  water  in  a gaseous  form,  sometimes  re- 
ferred to  as  “molecular  water”,  and  as  such  is  in- 
visible. The  rvater  molecules  of  vapor  mix  rvith 
the  molecules  of  the  other  gases  of  the  air,  and  in 
a real  sense  comprise  another  constituent  of  air.  In 
this  role,  water  is  space-occupying  among  the  other 
gases,  and  it  exerts  its  own  pressure  similar  to  the 
partial  pressure  of  its  neighbors.  Hotvever,  Avater 
vapor  pressure  (Ph-^o)  is  not  dependent  upon  its 
fractional  concentration  in  the  air,  as  is  the  case 
Av'ith  the  other  air  gases,  but  varies  directly  with  the 
relative  amount  of  vapor  present  (see  relative  hu- 
midity, below),  and  the  temperature.  For  example, 
in  air  saturated  Avith  water  vapor  at  21°C,  the 
Avater  vapor  exerts  its  own  pressure,  as  a gas,  of  18.7 
mm  Hg,  regardless  of  the  barometric  pressure,  and 
at  body  temperature  of  37°C  this  value  rises  to 
47  mm  Hg.i  Although  vapor  pressure  is  not  a 
parameter  that  is  measured  clinically,  it  is  the  kine- 
tic force  which  determines  the  direction  of  Avater 
exchange  betAveen  inhaled  gas  and  the  respiratory 
mucosa. 

By  definition,  an  aerosol  is  the  suspension  of 
minute  particles  of  liquid  or  solid  in  a gas.  Thus, 
aerosolized  water  is  Avater  in  a very  fine  particulate 
form,  down  to  sub-micronic  diameters,  held  in 
suspension  in  the  air.  The  important  difference  be- 
tAveen  it  and  vapor  is  that  a water  aerosol  is  liquid 
water,  not  gaseous,  and  exerts  no  pressure.  Aerosol 
particles  are  visible  or  reveal  their  presence  by 
light  diffraction,  thus  the  terms  “mist”  and  “fog” 
applied  to  the  therapeutic  use  of  Avater  aerosols. 
“Cold  steam”  is  a poetic  but  innacurate  reference 
to  the  same  phenomenon. 

I 
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Donald  F.  Egan,  M.D. 

The  quantitative  evaluation  of  these  two  forms  of 
Avater  differs.  Depending  upon  circumstances,  water 
vapor  is  usually  calibrated  according  to  one  of  the 
following  three  scales: 

1.  Absolute  Humidity:  This  is  a measure  of  the 
actual  Aveight  of  Avater  vapor  per  unit  volume  of 
gas,  generally  as  grams  of  water  per  cubic  meter 
of  gas,  or  more  frequently  in  physiological  use,  as 
milligrams  per  liter  of  gas.  Tables  and  formulae 
are  available  for  calculation  of  these  values. - 

2.  Relative  Humidity:  The  ratio  of  the  absolute 
humidity,  or  the  actual  amount  of  Avater  vapor 
present  at  a given  temperature,  to  the  vapor  ca- 
pacity, or  the  amount  of  water  the  gas  is  able  to 
hold  at  that  temperature,  is  the  degree  of  gas 
saturation  Avith  moisture.  Relative  humidity  must 
always  be  referred  to  a specific  temperature. 

3.  Percent  Body  Humidity:  A convenient  term 
for  respiratory  application,^  per  cent  EH  refers  to 
the  amount  of  water  vapor  in  a volume  of  gas,  as 
a per  cent  of  the  water  in  gas  saturated  at  body 
temperature.  For  example,  21°C  air,  saturated  Avith 
Avater  vapor  contains  18.4  mg/liter  of  Avater,  Avhile 
saturated  air  at  body  temperature  contains  43.8 
mg/liter.  The  room  air  could  be  said  to  contain 
42  per  cent  body  humidity. 

Aerosols  are  quantitatively  classified  according  to: 

1.  Particle  Size  or  Concentration:  Aerosols  are 
most  frequently  referred  to  in  terms  of  the  mean 
size  of  their  particles,  and  the  overall  range  of 
sizes.  Although  particle  sizes  may  extend  from 
100  microns  to  0.005  microns,  most  therapeutic 
aerosols  are  in  the  10  to  0.1  micron  range.  Less 
frequently  aerosols  are  measured  as  numbers  of 
particles  per  cubic  millimeter  of  gas. 

2.  Minute  Volume  of  Aerosol  Aerosolized:  The 
number  of  milliliters  of  water  aerosolized  per 
minute  is  often  useful  clinically,  especially  Avith 
prolonged  use  of  some  of  the  newer  large  volume 
aerosol  generators. 

It  may  be  suspected  that  there  is  overlapping  in 
the  therapeutic  use  of  Avater  vapor  and  aerosol,  but 
it  is  still  convenient  to  describe  their  indications 
separately  for  clarity,  and  to  emphasize  their  basic 
differences.  Water  vapor  is  used  specifically  to  pre- 
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veiu  or  correct  “humidity  deficit”  in  the  respiratory 
tract.  The  normal  tracheoltronchial  tree  is  aide  to 
mtiintain  saturation  of  inspired  gas  at  body  tem- 
perature by  evaporation  from  the  respiratory  mu- 
cos;!,  most  of  which  jncjb;tbly  takes  place  proximal 
to  the  Carina.  This  mechanism  assures  that  gas 
ventilating  the  pulmonary  tissue  contains  44  mg  of 
water  vapor  per  liter  of  gas.  Wdien  inspired  gas 
cout;iins  le.ss  th;in  this  amount  of  water,  its  vapor 
pre.ssure  is  le.ss  than  the  47  mm  44g  of  body  hu- 
midity, and  the  pressure  gradient  thus  established 
moves  v;ipor  from  muccjsa  to  gas.  A humidity  defi- 
cit of  pathological  degree  may  be  prodticed  by  two 
general  circumstances. 

1.  Bleat  hi  )ig  Dry  Gas:  The  administration  of 
therapeutic  gases  from  t;ink  or  central  supply,  sub- 
jects the  respiratory  tract  to  large  vohtmes  of  vapor- 
free  g;is.  I he  normal  humidification  process  may  be 
inadeejuate  to  cope  with  this  load,  drawing  on  the 
water  cotitent  of  the  entire  mucosal  surface.  Such 
lailnre  will  be  hastetied  or  aggravated  by  an  a,s- 
sociated  dehydration  iticideiU  to  systemic  disease. 
Depletion  of  mucosal  moisture  leads  to  ati  iti- 
creased  viscosity  of  the  “mucus  blanket”  of  the 
tnict,  ;itul  a slowing  of  its  cephalad  movement 
which  is  so  necessary  to  maintain  good  hygeine. 
Ciliary  action  is  also  adver.sely  effected.  Iticreased 
or  abnormal  secretions,  often  presetit  in  palietUs  re- 
c] Hiring  gas  therapy,  suffer  from  drying  and  be- 
come less  mobile,  significantly  cotitributing  to  air- 
way resistance. 

2.  Mucosal  Crusting:  Abtiormal  secretions,  the 
result  of  bronchopulmonary  infections  and  irrita- 
tions, or  systemic  disease,  may  cover  the  mucosal 
surface  with  ;i  dry  or  crusted  coat.  Relatively  im- 
]jervious  to  the  didnsion  of  moisture,  it  blocks  the 
norm;il  humidification  process  and  its  own  dessica- 
tion  is  perpetuated  by  the  inhalation  of  air  or 
therapeutic  gas  containing  less  than  body  humidity. 

Water  aerosol  serves  a dual  role.  Its  principal 
lunctioti  is  to  deliver  licjnid  w'ater,  in  minute  par- 
ticle fonn,  to  the  tnucos;il  surface.  The  site  of  maxi- 
mum action  is  determined  by  many  factors,  chief 
atnong  which  is  p;irticle  size,  and  the  resultant  depth 
of  penetr;ition  into  the  resjiiratory  tract.  The  water 
which  “rains  out”  in  the  airways  is  intetuled  to 
dilute  thick  .secretions  or  moisten  dessicated  crusts, 
for  etisier  removal  by  cough  or  aspiration.  In  ad- 
dition to  the  local  effect  of  physical  water,  the 
aero.sol  particles  also  jirovicle  a source  of  moisture 
for  humidifying  the  inhaled  carrier  gas.  As  the 
inspired  gas  enters  the  warmth  of  the  body  and  its 
vapor  capacity  increases,  suspended  water  particles 
evaporate  into  the  gas,  raising  its  v;ipor  tension  to 
that  of  body  humidity.  Because  water  aerosol  can 
both  wet  and  hnmidify,  it  might  seem  reasonable 
to  itse  aerosolized  water  exclusively.  However,  there 


;ire  indications  for  humidity  alone,  when  the  acl- 
ministr;ition  of  licpiid  water  to  the  respiratory  tract 
is  not  only  unnecessary  but  undesirable.  Also,  in 
some  types  (jf  res]tiratory  ecpiipment,  the  precipi- 
tation of  suspended  water  p:uticles  in  gas  tubing  is 
both  a nuisance  and  a hazard. 

rite  instrtiments  used  to  provide  these  two  types 
of  water  therajn'  :ire  humidifiers  and  aercrsol  gener;i- 
tors,  ;ilthough  theie  is  a considerable  overlap  be- 
tween them  in  both  function  and  ap|dicatioti.  and 
they  sometimes  differ  only  in  degree.  It  may  be 
generalized,  however,  that  a humidifier  is  designed 
to  deliver  ;i  maximum  amotuit  of  water  vapor  with 
a minimum  of  particulate  water,  and  an  aerosol 
getierator  ;i  nniximum  number  of  water  particles  of 
uniform  size  which  will  penetrate  the  resj)ir;itory 
tr;ict  before  depositing.  Humidifiers  frecpiently  pro- 
duce some  aerosol,  but  the  key  difference  between 
them  and  aerosol  getierators  is  the  tremendous  vol- 
ume of  water  particles  of  the  latter.  Both  art  av;iil- 
tible  loi  use  with  water  at  room  temperature,  or  by 
the  inclusioti  of  heating  devices,  with  water  at 
eiev:itecl  temperatures.  By  raising  the  water  tem- 
per;iture  far  above  that  of  the  body  (up  to  ()0°C), 
humidifiers  can  add  enough  vapor  to  inspired  gas 
so  that,  despite  the  drop  iti  temperature  in  tratisit 
from  instrument  to  jxttient,  when  the  gas  enters 
the  body  it  will  be  ;it  or  near  body  humidity. 
.\erosol  generators  employ  the  same  principle  so 
the  carrier  gas  wdl  have  its  cjuota  of  vapor  and 
wall  not  “steal”  it  from  the  suspended  particles 
which  are  intetided  for  depc^sition. 

I he  humidifiers  and  aerosol  generators  in  com- 
mon use  fall  into  the  categories  listed  in  Table  I. 
The  jet  type  of  both  humidifier  and  aero.sol  genera- 
tor is  the  most  widely  used,  and  employs  the  ven- 
turi principle,  illustrated  iti  Figure  I.  The  main 
difference  betw’een  a venturi  humidifier  atitl  aerosol 
generator  lies  in  the  arrangement  of  baffles,  tvhich 
traj)  particles  in  a humidifier,  and  allow  the  escape 
of  particles  of  specific  sizes  in  an  aercxsol  getierator. 
A ]iass-over  humidifier  directs  the  flow  of  inspired 
g;!s  across  the  sinf;ice  of  a reservoir  of  heated  water. 
1 he  bubble  diffusion  hnmidifier  carries  the  gas 
through  a porotis  diffusion  head.  This  is  a historic 
type  of  humidifier  and  is  very  inadeejuate,  al- 
though some  newer  ntiits  employ  improved  modi- 
fications of  this  principle,  with  better  results.  Im- 
peller type  aerosol  generators  use  rotating  fms  to 
break  w'ater  into  small  particles  and  literally  throw 
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Figure  I 

The  Jet  or  Venturi  Principle  of  Aerosol  Generation.  A 
high  velocity  jet  of  gas  (A)  passes  across  capillary  tube  ini- 
inersed  in  water  (15),  creating  a drop  in  pressure  at  upper 
end  of  capillary.  Water  rises  in  tube  and  is  blown  by  jet 
against  a battle  system  (C)  which  removes  unwanted  water 
particles  (D),  returning  them  to  reservoir.  Outilow  gas  (E) 
to  patient  contains  the  desired  number  or  size  of  water 
particles.  For  humidification,  most  of  the  particulate  water 
is  baffled,  or  evaporates  to  saturate  the  outflow  gas.  For  water 
deposition,  the  baffles  allow  the  escape  of  large  numbers  of 
particles  suitable  for  airway  penetration. 


them  into  the  air.  If  large  enough,  these  can  be 
effective.  The  newest  addition  to  the  group  is  the 
ultrasonic  aerosol  generator  which  produces  the 
largest  volume  of  water  particles,  having  the  po- 
tential of  aerosolizing  up  to  6 milliliters  of  water 
per  minute.  High  frequency  sound  waves  of  1.3 
megacycles  per  second  are  transmitted  by  a ceramic 
disc  to  a water  reservoir,  and  break  the  water  into 
a large  volume  of  particles  of  a size  able  to  pene- 
trate the  lower  respiratory  tract.  The  effectiveness 
of  this  instrument  has  made  it  one  of  the  most  use- 
ful means  of  providing  both  humidity  and  water 
aerosol  in  a wide  variety  of  circumstances. 

Ther  is  no  simple  formula  to  guide  the  selection 
of  one  piece  of  equipment  over  another,  and  such 
non-clinical  factors  as  economics,  and  availability 
of  personnel  to  administer  and  maintain  the  etpiip- 
ment  cannot  be  ignored.  An  evaluation  of  eacit 
patient’s  physiological  needs  in  terms  of  vapor 
versus  liquid  water,  and  an  understanding  of  tlie 
function  and  potential  of  available  equipment, 
will  give  the  best  assurance  of  successfid  therapy. 
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j ■ The  obstructive  element  of  bronchopulmonary 

I disease  is  one  of  the  most  common  causes  of  respira- 
lory  disability,  and  most  difficult  to  relieve.  At  its 
worse  during  an  acute  exacerbation  of  a chronic 
process,  obstruction  may  show  little  response  to 
measures  earlier  effective.  Frequently  overlooked  in 
the  treatment  plan  is  helium,  which  possesses  proper- 
ties that  make  it  one  of  the  most  useful  agents  in 
overcoming  obstruction.  Probably  unfamiliarity 
with  its  potential,  coupled  with  apprehension 
towards  the  use  of  a strange,  non-physiological  gas, 
is  responsible  for  its  absence  among  the  facilities  of 
many  community  hospitals.  The  characteristics  of 
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Therapeutic  Uses  Of  Helium 

Donald  F.  Egan,  M.D. 

helium  will  be  described,  and  indications  for,  and 
techni(jues  of  its  u.se  discussed. 

Before  concentrating  on  the  use  of  sjzecific 
therapy,  a brief  review  of  relevant  pathojdiysiology 
is  indicated.  As  a general  statement  it  may  be  said 
that  the  obstruction  of  bronchopulmonary  disease 
is  the  result  of  mucosal  edema,  bronchospasm  or 
increased  bronchial  secretions.  While  it  is  obvious 
that  therapy  must  be  directed  towards  the  correc- 
tion of  these  defects,  this  takes  time,  and  mean- 
while symj)tomatic  supportive  measures  are  es- 
sential. d’he  persistence  of  prolonged  diffuse  airway 
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obstruction  imposes  upon  the  patient  a tremendous 
work  load.  To  create  a negative  intrathoracic  pres- 
sure, suitable  to  insure  adequate  pulmonary  ventila- 
tion in  the  [iresence  of  obstruction,  the  patient  must 
utilize  his  accessory  ventilatory  nuiscles.  Even  with 
great  effort,  the  result  is  usually  a poorly  distributed 
ventilation,  and  increasing  fatigue  will  often  lead 
to  ventilatory  failure  with  hypoxia  and  subsequent 
hypercapnea. 

The  resistance  to  flow  throtigh  airways,  normal 
or  dise.ised,  is  relatetl  to  two  physical  characteris- 
lics  of  the  gas  being  moved— viscosity  and  density. 
In  the  iiresence  of  a relatively  smooth  conducting 
tube,  where  gas  flow'  is  mostly  linear  or  laminar, 
the  viscosity  of  a gas  is  a major  determinant  of  its 
flow'.  Briefly,  viscosity  is  a measure  of  the  frictional 
resistance  to  forward  motion  among  the  gas  mole- 
cules, and  betw'ecn  the  molecules  and  the  w-all  of 
the  conducting  tube.  One  of  the  laws  of  fluid  physics 
(Poisetiille’s  Law')  explains  that  for  a gas  with  a 
given  viscosity,  at  a constant  pressure,  the  flowrate 
of  the  gas  varies  directly  w'ith  the  4"'  pow'er  of  the 
tube  radius.  Or,  to  view  it  slightly  differently,  at  a 
constant  flowrate,  the  pressure  drop  along  the  tube 
varies  inversely  with  the  d*"  pow'er  of  the  radius. 
This  concept  explains  w'hy,  in  normal  or  diseased 
Inonchi,  there  is  a drop  in  pressure  as  a volume  of 
gas  moves  through  ever  narrow'ing  airways.  How- 
ever, among  the  gas  mixttires  used  to  ventilate  the 
lung,  the  actual  ditferences  in  their  viscosities  (mea- 
sured ill  micropoises)  is  not  significantly  great  to 
make  this  parameter  of  practical  use  in  choosing  a 
suitable  gas,  even  to  compensate  for  severe  obstruc- 
tion. 

Ehe  pattern  of  flow  through  a passage  which  is 
tortuous,  fretjuently  dividing,  or  obstructed  w'ith 
sudden  abrupt  narrowing,  is  described  as  turbulent. 
There  is  much  eddy  formation  and  acute  deflections 
of  the  flow,  as  is  seen  in  the  bed  of  a rock-strew'u 
stream.  In  this  circumstance,  the  most  influential 
property  of  a moving  gas  is  its  density.  It  is  re- 
(alled  lliat  density  is  a weight  per  volume  rela- 
tionship, and  in  gases  it  is  the  ratio  between  the 
gram  molecular  weight  of  gases  and  the  volumes 
occupied  by  the  gram  molecular  w'eights.  Since 
gram  molecular  weights  of  all  gases  occupy  22.4 
liters,  gas  densities  are  calculated  by  dividing  their 
gram  molecular  w'eights  by  22.4,  and  expressing  the 
densities  in  grams  per  liter.  Also,  since  the  value  of 
22.4  liters  is  common  to  all  gases,  it  is  evident  that, 
for  (omparative  purposes,  densities  of  gases  are 
relatetl  to  one  another  as  are  their  gram  molecular 
weights.  .Mthough  it  should  be  intuitively  ewident 
that  the  less  dense  a gas,  the  easier  it  can  by-pass  an 
ol)stru( tion,  tbe  reason  can  be  better  understood  if 
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it  is  pursued  a bit  further  by  viewing  the  physical 
phenomena  from  tw'o  slightly  different  points. 

First  it  should  be  noted  that  as  a flow  of  gas 
passes  from  a relatively  wide  passage  into  one  which 
is  relatively  narrow,  if  the  driving  force  is  constant, 
the  gas  velocity  must  increase  to  maintain  the  same 
volume  leaving  as  entering  the  restriction.  Ber- 
nouilli’s  principle  demonstrates  that  as  the  velocity 
of  a gas  increases,  the  pressure  it  exerts  decreases, 
aud  there  is  thus  a })ressure  drop  across  an  ob- 
struction. However,  since  less  driving  pre.ssure  is 
required  to  move  a light  gas  (low  density)  than  a 
heavy  one,  at  the  same  velocity  there  would  be  less 
of  a pressure  drop.  lu  ventilation  this  would  mean 
greater  efficiency  and  less  w'ork  expenditure  in 
breathing. 

Second,  the  movement  of  a gas  through  the  nar- 
row' aperture  of  an  obstruction  stibjects  it  to  some 
of  the  principles  of  diffusion,  or  the  passage  of  a 
gas  across  an  obstruction  in  response  to  a presstire 
gradient.  The  rate  of  diffusion  of  a gas  is  described 
by  Graham’s  I.aw'  as  being  inversely  proportional 
to  the  square  root  of  the  density  of  the  gas.  Again, 
as  indicated  above,  comparative  rates  of  diffusion 
of  two  gases  can  be  described  as  inverse  proportions 
of  the  square  roots  of  their  gram  molecular  weights. 

At  the  present,  helium  is  the  only  low  density 
gas  acceptable  for  medical  use.  "With  a density  of 
0.179  grams  per  liter,  it  is  second  only  to  the  highly 
inflammable  hydrogen  as  the  lightest  of  gases. 
Ghemically,  and  thus  physiologically,  helium  is  an 
inert  element  neither  participating  in  nor  inter- 
fering with  any  Itiochemical  process.  It  is  odorless, 
tasteless,  non-combustable,  noti-explosive,  poorly 
soluble,  and  a good  coiuhictor  of  heat,  sotind,  and 
electricity.  Since  helium  cannot  support  life,  it  must 
be  used  as  a helium/oxygen  mixture.  Any  com- 
bination  that  provides  a minimum  of  20  per  cent 
oxygen  is  possible,  but  it  must  be  born  in  mind 
that  as  the  percentage  of  helium  in  the  mixture 
decreases,  the  low'  density  property  w'hich  is  the 
only  indication  for  its  use,  also  decreases.  Tafile  1 
lists  the  densities  of  some  commonly  used  thera- 
peutic gas  mixtures,  and  comparative  diffusibility 
of  several  pairs  of  these  gases.  Although  pure  oxy- 
gen and  pure  helium  can  be  mixed  at  the  bedside, 
it  is  much  safer  to  employ  tanks  of  pre-mixed  gases, 
jjiepared  commercially.  Two  commonly  used  mix- 
tures are  80  per  cent  helium  with  20  per  cent 
oxygen,  and  70  per  cent  helium  with  .SO  per  cent 
oxygen.  1 he  former  is  essentially  air,  w4th  helitun 
suiistituted  for  tiitrogen,  and  the  latter  provides  a 
therapeutically  useful  excess  of  oxygen  at  only  a 
slight  cost  in  density  loss. 
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Table  I 

Densities  and  Relatiie  Diffusion  Rates  of  Selected  Gases 
(Rate  of  Diffusion  ^'arics  Inversely  With  Square  Root  of 
Density) 


Gas  Percentage 

Density 

\t  Density 

Relative 

Diffusi- 

hility 

Helium 

too 

0.179 

0.423 

Air 

too 

1.293 

1.135 

Oxygen 

100 

1.429 

1.182 

Oxygen/Nitrogen 

40/60 

1.321 

1.105 

Helium/Oxygen 

80/20 

0.429 

0.6.55 

Helium/Oxygen 

70/30 

0.554 

0.745 

Oxygen 

100 

1.135 

0.960 

Air 

100 

1.182 

Oxygen /Nitrogen 

40/60 

1.135 

1.027 

Air 

100 

1.105 

Helium/Oxygen 

80/20 

1.135 

1.743 

Air 

100 

0.655 

Heliiim/Oxygen 

80/20 

1.182 

1.805 

Oxygen 

100 

0.655 

Helium/Oxygen 

70/30 

1.182 

1..586 

Oxygen 

100 

0.745 

Because  helium  itself  presents  no  hazards,  very 
few  precautions  are  necessary  as  long  as  an  ade- 
quate oxygen  supply  is  provided.  The  following 
points  of  technique  should  be  noted  however: 

1.  Helium  mixtures  must  always  be  given  in  a 
tightly  closed  system.  Because  of  their  high  dif- 
fusibility,  the  gases  will  readily  escape  from  any 
leak.  Tents  and  catheters  are  not  satisfactory,  and 
such  mixtures  are  most  conveniently  administeretl 
by  a tightly  fitted  mask  with  a non-rebreathing  bag, 
or  through  a cuffed  endotracheal  or  tracheotomy 
tube.  They  are  very  advantageously  given  by  in- 
termittent positive  pressure  ventilators. 

2.  Most  hospitals  use  gas  flowmeters  which  are 
calibrated  for  oxygen,  and  since  these  employ  some 
type  of  a float  to  record  the  liter  flow,  gauge  read- 
ings will  not  be  accurate  for  the  lighter  helium/ 
oxygen  mixtures.  Special  meters  are  available,  but 
are  not  necessary,  as  correction  can  be  made  for 
the  helium  gases.  Table  I shows  that  an  80/20 
He/Og  mixture  is  1.8  times  as  diffusible  as  100 
per  cent  O2,  and  a 70/30  He/Oj  mixture  is  1.6 
times  as  diffusible.  Thus,  the  gauge  reading  must 
be  adjusted  to  record  the  desired  liter  flow  per 
minute  divided  by  either  1.8  or  1.6,  depending  upon 
the  gas  used.  Factors  for  any  other  combination 
can  be  calculated. 

3.  lire  low  density  of  helium  mixtures  make 
them  poor  vehicles  for  the  transport  of  aerosol  par- 


ticles. Humidifiers,  of  course,  should  be  used,  but 
therapeutic  concentrations  of  particles  of  water  or 
pharmaceuticals  cannot  be  expected. 

4.  The  only  side  effect  directly  attributable  to 
helium  is  a benign  one,  but  one  which  should  be 
kept  in  mind.  The  spoken  voice  is  badly  distorted 
at  a pitch  so  high  as  to  make  it  almost  unintelli- 
gible. This  is  of  importance  only  in  the  conscious 
patient  who  should  be  warned  of  this  phenomenon, 
and  reassured  that  it  will  disappear  within  a few 
seconds  of  discontinuance  of  therapy. 

In  summary,  the  indications  for,  and  rationale  of 
the  use  of  helium-oxygen  mixtures  are  discussed.  If 
not  responsive  to  the  usual  measures,  patients  with 
persistent  and  diffuse  airway  obstruction  may  be 
afforded  relief  from  their  struggle  to  ventilate  be- 
fore exhaustive  failure  depletes  their  energy  reserve. 
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intend  to  do  so  shortly,  please  return  this  coupon 
properly  filled  out  to  insure  uninterrupted 
delivery  of  your  copies  of  CONNECTICUT 
MEDICINE.  Send  your  change  of  address  to: 
CONNECTICUT  MEDICINE,  160  St.  Ronan 
Street,  New  Haven,  Conn.  06511. 

Name  

Former  address: 

Street  

City  

State  

Nexv  address: 

Street  

City  

State  Zip  code  no.  

Journals  mailed  to  the  wrong  address  are  returned  to  the 
Journal  office  which  pays  an  average  of  10^  per  copy.  To 
insure  prompt  delivery  and  keep  journal  expenses  at  a mimi- 
mum,  please  notify  this  office  as  far  in  advance  as  possible. 
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Acute  Necrotizing  Pneumonia 

Stephen  B.  Sulavik,  M.D. 


■ W'^e  have  recently  had  occasion  to  review  several 
cases  of  acute  fulminating  necrotizing  pneumonia 
in  previously  non-hospitalized  patients,  d’he  clini- 
cal and  roentgen  picture  have  shown  considerable 
similarities  although  the  specific  responsible  or- 
ganism varied,  hhese  similarities  include  an  actite 
toxic  state  with  or  without  systemic  shexk,  scant 
productive  cough,  temperature  elevation,  ausculta- 
tory evidetice  of  pneumonia  and  a chest  X-ray  pat- 
lern  demonstrating  areas  of  rarefaction  in  the 
areas  of  pneumonic  consolidation  (highlighting). 
I he  extreme  severity  of  such  a situation  and  the 
need  for  prompt  and  as  specific  treatment  as  is  pos- 
sible cannot  be  overstated.  (Figures  I and  fl).  It  is 
the  purpose  of  this  jtaper  to  relate  .some  thotights 
pertaining  to  initial  diagnosis  ami  early  manage- 
ment in  this  particular  clinical  setting. 

Early  recogtiition  of  this  type  of  pneumonia  is 
e.xtreniely  important  because  of  its  severity,  high 
mortality,  tendency  to  cause  chronic  pulmonary 
disability  and  failure  of  certain  of  the  causative 
organi.sms  to  respond  to  penicillin.  Those  bacteria 


Figure  I 

.'jO  year  old  female.  Proininciit  “highlighting."  Dealli 
otemred  witliin  ,5  hours  of  hos|iilaI  admission.  .\ulo|)S) 
rcccaled  tuiile  Uiherculons  i)nemnoni;i. 


Figure  It 


20  year  old  female  with  mikl  asthma.  Prominent  “high 
lighting."  Death  occuired  within  15  hotirs  after  admission, 
(xiam  sttiin  of  s|)ntum  rewaled  onl\  graiti  positive  dijdo- 
cocci.  Culture  of  lung  grew  IP  hetnolytic  sttiphe lococciis 
tuireus. 


cajiable  of  producing  acute  necrotizing  pneumonia 
include  the  hemolvtic  staphylococcus  aureus,  kleb- 
siella  pneumoniae.  Type  III,  pneumococcus,  alpha 
and  beta  hemolytic  streptococcus  and  the  tubercle 
biicillus.  Most  commonly,  however,  the  olfencling 
organism  is  found  to  be  the  hemolytic  .staphy- 
lococcus aureus  or  klebsiella  pncumotiiae  and  oc- 
casionally the  Type  III.  pneumococcus.  Though  a 
history  of  chronic  alcoholism,  diabetes  mellitus, 
ttnderlying  chronic  debilitating  disease  in  a patient 
with  pneumonia  should  alert  one  to  the  possibility 
of  a necrotizing  lung  process,  such  a history  may 
often  be  absent.  (Figures  I-V).  The  clinical  signs 
and  symptoms,  degree  of  temperature  elevation  and 
white  blood  cell  count  often  help  to  define  the 
severity  of  the  situation  but  contribute  little  with 


I'l  oin  Hie  Set  lion  of  Clic.sl  I )isc/iac.‘i,  Di  jKii  I mi  ni  oj  Inh  i- 
niil  Mc(U(  inr,  )'<ilc-\cw  Huvrn  Mcdiiiil  ('.enter. 


DR.  SI  FPUFN  It.  .SIIF.WIK,  .Vssislant  Profc.s.sor  of  jVfcdi 
(inc,  Dirc'clor,  tViiuhcstcr  Chest  Clinics. 
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Figure  III 

Staphylococcal  pneumonia  willi  marked  “liioiiligiuing”  in 
an  elderly  male. 


respect  to  the  specific  bacterial  cause.  "I’he  iollow- 
ing  are  some  diagnostic  and  therapeutic  considera- 
tions which  may  be  of  value. 


Figure  IV 


14  year  old  male.  Staphylococcal  pneumonia  with  compli- 
cations o£  bilateral  pneumothorax.  “Highlighting”  is  promi- 
nent. 


Figure  V 

Male,  age  59.  Gram  positive  diplococti  only  were  seen  on 
sputum  smear.  Culture  of  sputum  grew  l-t-  Klebsiella. 


Some  Diagnostic  Considerations 

I.  THE  CHEST  ROENTGENOGRAM 

A most  important  initial  clue  may  be  lound  in 
the  chest  x-ray.  The  finding  of  areas  of  rarefaction 
or  frank  multiple  abscesses  in  the  area  of  consolida- 
tion (highlighting),  (Figures  I-VJ),  should  im- 
mediately suggest  a necrotizing  lung  process.  The 
absence  of  such  roentgen  findings,  however,  in  no 
way  rules  against  the  diagnosis  of  a necrotizing  pro- 
cess since  necrotization  is  merely  a later  stage  of  an 
initial  lobar  or  pseudo-lobar  consolidation.  Primary 
diagnostic  considerations,  then,  when  highlighting 
is  evident,  are  those  of  staphylococcal  or  klebsiella 
infection.  Commonly,  highlighting  is  the  only  clini- 
cal evidence  suggestive  of  a necrotizing  process. 
Other  x-ray  findings  which  may  be  of  value  include: 
(a)  an  associated  pneumothorax,  (Figure  IV),  or 
pneumatocele,  (suggestive  of  staphylococcal  infec- 
tion); (b)  bulging  of  the  major  or  minor  fissure, 
(Figure  VI),  (in  itself  indicating  only  that  an  ob- 
structing pneumonia  is  present)  which  is  observed 
in  approximately  15  per  cent  of  pneumonias  due  to 
the  klebsiella  pneumoniae. 

II.  THE  GRAM  STAIN  AND  CULTURE  OF  THE  SPUTUM 

The  finding  of  a marked  predominance  of  Gram 
negative  organisms  or  acid-fast  bacilli  may  be  of 
considerable  help  in  the  initial  diagnosis  and  there- 
fore therapy.  However,  in  Gram  negative  infec- 
tions, not  uncommonly  there  is  failure  to  find 
Gram  negative  organisms  even  on  careful  search. 
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Figure  VI 


77  year  old,  female,  diabetic.  Lateral  view  demonstrating 
“highliglititig”  and  bulging  fissure.  Gram  positive  diplo- 
tocci  only  were  seen  on  sptitum  smear.  Klebsiella  was  cul- 
ttired  repeatedly  from  tbe  sputum. 

(Figure  V-\^I),  aiitl  .since  considerable  ntimbers  of 
(iram  positive  organisms  may  also  be  seen  in  the 
same  smear,  Cfram  negative  orgtinisms  may  be  over- 
looked. I'he  finding  of  Gram  positive  organisms 
oidy  may  be  less  helpful  becattse  of  the  difficulty 
iti:  (a)  properly  distingttishing  the  various  organ- 
isms, (Figure  If),  and  (b)  the  difficulty  in  assigning 
relative  diagnostic  importance  to  mixtttres  of  these 
Gram  positive  Iloia  even  if  properly  identified. 

very  important  consideration,  too,  is  that  the 
coughed  sptittim  specimen  may  not  represent  the 
actual  offending  bacterial  flora  which  lies  deep  in 
the  respiratory  tract.  I'ranstracheal  aspiration^,  in 
an  effort  to  obtain  an  adecpiate  lower  respiratory 
tiact  specimen  for  smear  and  culture,  if  there  is 
scant  or  no  sputum  being  raised  or  if  there  is  any 
doubt  with  respect  to  the  responsible  organism  in 
the  initial  sputum  smear,  should  therefore  be  em- 
ployed. 

Some  Therapeutic  Considerations 

I.  ANTIBIOTICS 

Initial  antibiotic  treatment  of  the  patient  pre- 
senting the  clinical  picture  described  should  be 
directed  at  “broad”  coverage  with  particular  refer- 
ence to  the  staphylococcus,  klebsiella  and  pneu- 
mococcus. Fhis  21  to  3f)  hour  antibiotic  regimen, 
maintained  only  until  specific  cultural  data  with 
.sensitivities  is  obtained,  might  include  such  a com- 


biuatioii  of  chugs  as  cephalothin,  stieptomycin 
and  isonicotinic  acid  hydrazide  (INFf).  'Fhis  would 
also  cover  the  [lossibility  of  .Mycobacterium  tuber- 
culosis. Several  other  drug  combinations  certaitdy 
are  possible. 

II.  ABNORMALITIES  OF  PULMONARY  GAS  EXCHANGE 

.Abnormalities  of  pulmonary  function  and  gas 
exchange  have  not  been  studied  in  detail  in  the 
acute  phase  of  pneumonia  primarily  because  of  the 
serious  nature  of  the  clinical  situation.  Arterial 
oxygen  desaturation,  how^ever,  is  often  quite 
prominent  and  if  allow'eci  to  become  extreme  may 
result  in  cardiac  arrest.  Hypoxia  is  the  result  of 
pulmonary  arterial  perfusion  of  distal  air  spaces 
which  are  not  ventilated  clue  to  their  congestion 
with  pneumonic  exudate,  partial  ohstruction  or 
frank  collap.se. “ Oxygen  clesaturated  pulmonary 
arterial  blood,  therefore,  unable  to  receive  oxygen 
from  these  non-ventilated  air  spaces,  mixes  with 
oxygen  saturated  pulmonary  venous  blood  coming 
from  remaining  well  ventilated  lung  areas  and  re- 
sults in  admixture  of  oxygenated  and  non-oxy- 
genated  blood  (venous  admixture).  It  is  obvious: 
(a)  that  an  intense  program  must  be  carried  out 
in  an  effort  to  “unplug”  areas  of  non-ventilated 
lung,  (bronchial  drainage)  in  order  to  facilitate 
adequate  gas  exchange  and  (b)  that  the  patient’s 
arterial  oxygen  saturation  be  maintained  at  an 
adecpiate  level.  Since  high  concentrations  of  in- 
spired oxygen,  (producing  a high  alveolar  oxygen 
tension)  over  a period  of  time  may  cause  atelectasis^ 
and  further  compotmcl  the  problem,  one  must  care- 
fully keep  the  inspired  oxygen  concentration  at 
the  lowest  level  which  will  maintain  an  adequate 
arterial  oxygen  tension,  (e.g.  above  60-70  milli- 
meters of  mercury)  thus  maintaining  an  adequate 
arterial  cjxygen  saturation.  Repeated  determina- 
tions of  the  arterial  tension,  therefore,  are  necessary. 

The  carbon  dioxide  tension  is  generally  normal 
or  low  in  acute  pneumonia  as  a result  of  alveolar 
hyperventilation  wdiich  follows  the  reduction  in 
arterial  Oj  tension.  However,  in  patients  wdth  un- 
derlying lung  disease,  (e.g.,  chronic  bronchitis, 
emphysema),  a significant  degree  of  carbon  dioxide 
retention  may  occur.  Evaluation  of  the  arterial  car- 
bon dioxide  tension  will  alert  one  to  this  type  of 
ventilatory  failure. 

To  best  provide  adequate  bronchial  drainage, 
effective  distribution  of  mucolytic  and  broncho- 
dilator  aerosols,  and  maintain  proper  alveolar  ven- 
tilation, tracheostomy  with  intermittent  positive 
pressure  breathing,  (IPPB)  will  most  often  be  em- 
ployed. 

Arterial  pH  determinations  are  also  important 
since:  (a)  severe  hypoxia  may  residt  in  metabolic 
acidosis,  particularly  if  shock  has  occurred;  (b)  if 
too  vigorous  mechanical  ventilation  is  applied. 
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alveolar  hyperventilation  with  resulting  respiratory 
alkalosis  may  occur,  and  (c)  should  the  carbon 
dioxide  tension  rise,  respiratory  acidosis  may  ensue. 
Adequate  detection  of  these  changes  is  possible  only 
by  obtaining  serial  arterial  blood  gases  and  pH. 
Careful  monitoring  of  the  arterial  blood  gases,  at- 
tention to  the  inspired  oxygen  concentration  and 
rational  adjustments  of  the  IPPB  apparatus,  based 
upon  the  results  of  the  arterial  blood  gases,  should 
result  in  significant  improvement  of  these  ventila- 
tory disturbances. 

Summary 

The  following  aspects  of  acute  necrotizing  pneu- 
monia have  been  briefly  discussed  and  may  Ije  of 
value  in  the  initial  diagnosis  and  management. 

1.  “Highlighting”  observed  on  the  chest  x-ray 
should  suggest  the  diagnosis  of  a necrotizing  lung 
process.  The  absence  of  “highlighting”  does  not, 
however,  rule  against  this  diagnosis. 

2.  Initial  “broad”  antibiotic  coverage  for  those 
organisms  knowm  to  produce  a necrotizing  process 
is  suggested. 


3.  The  initial  Gram  stain  of  tlie  sputum  may  be 
misleading  and  should  any  douin  exist  in  this  re- 
gard transtracheal  aspiration  for  smear  and  (ulture 
should  be  employed. 

4.  Prompt  attention  should  be  given  to  the  prob- 
lem of  hypoxia  which  commonly  occurs. 

5.  Constant  awareness  of  metabolic  and  ventila- 
tory complications. 

().  The  importance  of  serial  arterial  blood  gases 
and  pH  determinations  in  initial  therapy  and 
management. 
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Personal  Physician 

Never  has  the  time  been  more  propitious  and  the  need  greater  for  the 
reconstitution  of  the  personal  physician.  With  the  increasing  plethora  of 
specialists,  and  the  ever  growing  quantity  and  complexity  of  new  knowledge 
that  must  be  sifted  and  evaluated  by  an  authoritative  central  source,  direction 
and  coordination  of  the  patient’s  course  to  restored  health  is  presently  the 
most  important  function  in  medicine.  And,  at  the  present  rate  of  progress,  this 
function  can  only  continue  to  grow  in  importance.  The  patient  needs  an 
expert  pilot  to  steer  him  through  the  maze  of  specialists  and  subspecialists; 
to  critically  review  and  judge  the  pronouncements  of  the  specialists;  to  see  the 
illness  in  its  entirety  vis-a-vis  the  total  patient;  to  make  the  important  decisions; 
to  show  comforting  concern  for  him;  to  assume  the  final  resjronsibility;  and 
to  be  his  personal  physician.  — Zale  Yanof,  M.D. 
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Born:  Nyack,  New  York,  1909. 

Education:  Ri\erdale  Country  School,  N.Y.C.  and  Pliillips  Exeter  Academy,  Exeter, 
N.H.— graduated  1927.  Princeton  University— A. B.  Class  of  1931.  Cornell  University 
Medical  School— M.D.  1936.  Taught  English  at  Hotchkiss  School,  Lakeville,  Conn.— 
1931-32. 

Eraining:  Rotating  internship  Union  Memorial  Hospital,  Baltimore  from  July  1936  to 
June  1937;  Surgical  pathology  under  l)rs.  A.  P.  Stout,  V.  Eranz,  and  C.  Haagensen 
July  1937  to  December  1937;  Surgical  residency  Roose\elt  Hospital— January  1938 
to  September  1940;  House  officer  at  Boston  Lying-In  October  1940  to  May  1941. 

.Military  Sertice:  Entered  active  service  May  1944,  served  as  Assistant  Chief  of  General 
Surgical  Section  and  General  Surgical  Consultant  for  the  3000  bed  Cushing  General 
Hospital  until  discharged  September  1946  Avith  rank  of  Captain. 

Practice;  Consisted  of  surgery,  gynecolc:>gy  and  obstetrics  in  New  Canaan,  Connecticut 
Irom  May  1941  to  May  1944.  (4n  resuming  practice  in  1946,  obstetrics  was  eliminated. 

Hospital  Appointments:  At  Noi’iv’alk  Hospital  — Attending  in  General  Surgery,  in 
Neoplastic  Diseases,  in  Thoracic  and  Cardiovascular  Surgery.  Director  of  Department 
of  Neoplastic  Diseases.  At  St.  Joseph’s  Hospital  in  Stamford  and  at  Roosevelt  Hospital 
in  New  York  City— Courtesy  Staff  in  Surgery.  Eellow  of  the  American  College  of  Sur- 
geons. 

Ciommunity  Activities:  Served  on  the  Board  of  Directors  of  the  New  Canaan  County 
School,  the  Red  Cross,  the  Visiting  Nurse  Association,  and  the  Cancer  Society.  Was 
President  of  the  Norwalk  Cancer  Society  and  serves  on  the  Executive  Committee  still. 
Member  of  the  Country  Club  of  New  Canaan  and  of  the  Princeton  Club  of  New 
\'ork. 


Medical  Society  Activities:  Pairfield  County  Medical  Association— member  of  Public 
Relations  Committee  and  Delegate  to  the  House— live  years;  Chairman  of  Public  Rela- 
tions Committee  of  the  Connecticut  State  Society— four  years;  Councilor  from  Pairfield 
County  Medical  Association  1960-65;  Vice-President  of  Connecticut  State  Medical 
Society  1965-66;  President-Elect  1966-67. 


362 


Connecticut  Medicine,  May,  1967 


E.  "Eremain  Bradley,  M.D. 

President 


Volume  31,  No.  5 


363 


THE  PRESIDENT’S  PAGE 


TiiF,  gyrations  of  the  niind  and  the  ontpotirings  of  the  heart  do  not  flow  easily  from  my  tongue 
or  peti,  yet  this  page  presents  a tveltome  tliallenge.  Here  is  an  opporttinity  to  communicate 
with  all  members  of  the  Society. 

Participating  in  deliberations  of  the  Council  over  the  past  seven  years  has  been  a maturing 
experience.  Each  Councilor,  hating  carefidly  stutlied  in  advance  the  vast  (piantity  of  “back- 
ground material”,  has  drawn  an  honest  and  logical  conclusion.  Yet  these  finalities  may  be  as 
disparate  as  the  angles  of  a triangle.  Only  when  these  preconceptions  are  relegated  to  the  back- 
ground can  the  facts  be  brought  together— saiul  from  there,  cement  from  here,  water  from  up 
there  and  bricks  from  down  below— to  littild  the  best  possible  architecttiral  structure— to  reach 
nearer  the  truth.  We  have  communicated  effectively. 

But  that’s  only  in  the  Cotmcil.  With  the  rapid  advancement  of  medical  science  and  the  de- 
\elopmetn  of  specialties  and  subspecialties,  a variety  of  organizations— Colleges,  .\cademies. 
Societies— have  been  created  for  the  interchange  of  technical  information,  the  stimulation  of 
thought  and  the  appraisal  of  experience.  Each  group  is  inspired  to  enhtince  the  method  of 
practice  and  the  care  ol  the  jnd)lic.  It  is  more  than  conceivable  that  ])arts  of  these  worthy 
projects  may  seem  in  conflict.  \'et  if  handled  in  the  light  of  other  activities  and  circumstances, 
the  rough  edges  of  each  coidd  be  made  to  dovetail  with  the  others.  The  Connecticut  State  Medi- 
cal Society  is  our  only  all-inclusive  medium,  where  all  the  specialties  and  “non-specialties” 
are  united.  Nothing  will  wetiken  the  system  of  private  jnactice  as  cjuickly  as  disunity.  It  there- 
fore behcjoves  tis  to  cctmmunicate  freely— and  early— the  thotights  and  proposed  acticjus  of  the 
sundry  grotips,  with  the  Society  as  a sort  of  clearing  house.  Let’s  worry  less  about  who  ‘‘gets 
credit”  for  the  idea;  let’s  try  to  make  it  maximally  effective.  Even  the  scheduling  of  meetings, 
both  scientific  and  admitiistrative,  might  well  be  coordinated  on  a master  list  at  KiO  St.  Ronan 
Street  to  help  avoid  conllicts. 

Ehe  revised  format  this  year  for  the  Hotise  of  Delegates  was  designed  to  improve  communica- 
tion between  the  membership  atid  thexse  in  whom  is  vested  “the  superintendence  and  man- 
agement” of  the  .Scjciety.  Eirst,  the  component  County  .Vssociaticjns  are  urged  to  transmit  their 
thoughts  in  resolution  form,  and  Boards  of  T’rtistees  or  Cioverimrs  can  stimulate  this.  Even  an 
individual  can  submit  a resolution  through  a Delegate.  Then,  between  the  two  sessions  of  the 
Hcjuse  all  reports  and  resolutions  are  discussed  in  Reference  Committee.  All  members  may  re- 
cpiest  information  and  exjness  their  views  iti  these  hearings.  .After  careful  consideration  of  the 
testimony,  the  Releretice  Committee  makes  its  rccommetidation  to  the  Hotise,  where  final 
acticjti  is  taken. 

I'o  better  integrate  the  scientific  and  the  administrative  activities  of  the  Society,  the  next 
•Annual  Meeting  of  the  House  of  Delegates  is  expected  to  rtin  concurrently  with  the  scientific 
session.  The  general  membership  can  then  readily  stop  in  at  a Reference  Committee  withotit 
making  a special  trip.  ’Ehe  constituency  can  confer  with  the  delegates  before  final  action  is 
taken.  Ehe  resultant  jiroceedings  of  the  House  shoidcl  be  more  deliberate,  less  impulsive.  You 
and  your  representatives  will  be  better  informed.  Through  communication  this  will  become 
truly  your  Society— and  a better  Society. 

E.  T'rk.main  Bradi.ev,  m.d. 
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FROM  THE  GENERAL  MANAGER'S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards,  m.d..  General  Manager 
160  St.  Ronan  Street,  New  Haven,  Conn. 
Telephone  865  0587 


Josephine  P.  Lindquist 
Assistant  to  General  Manager 


SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 
Wednesday,  March  15,  1967 

I.  Attendance 

Present  in  addition  to  the  Chairman,  Dr.  S.  J. 
Martin,  were:  Drs.  Hess,  Bradley,  Gardner,  Bran- 
don, H.  Caplan,  Fabro,  M.  Caplan,  Polivy,  Rogol, 
Grendon,  Egan,  Abbot,  Spitz,  Hastings,  Shepard, 
Cramer,  Grant,  Pelz,  Wilson  and  Roch.  Also  pres- 
ent were:  Mrs.  Lindquist,  Mr.  Villano,  Mr.  Chil- 
coat  (AMA)  and  Dr.  Richards.  Absent  were:  Drs. 
W.  Martin,  Goldberg,  Ayres,  Nolan,  Ciccarelli, 
Petrie  and  Palomba. 

II.  Routine  Business 

Life  Memberships 

It  was  VOTED  to  approve  applications  for  Life 
Membership  received  from  the  following  eligible 
.Active  Members: 

Clement  F.  Batelli,  New  Haven  (NHCMA) 
Abe  S.  Brown,  Waterbury  (NHCMA) 

Nathan  A.  Goldstein,  Branford  (NHCMA) 
Louis  H.  Nahum,  New  Haven  (NHCMA) 
Emily  M.  Pierson,  Cromwell  (MCMA) 

Appointment  Of  Representative— AMA 
Conference  On  Nursing 

It  was  VOTED  to  direct  the  Chairman  to  ap- 
point a member  of  the  Society  to  attend  an  AMA 
Conference  on  Nursing,  Chicago,  October  6,  1967 
as  a CSMS  representative,  and  to  file  a report  with 
the  Council  on  the  proceedings  thereof.  The  AMA 
will  reimburse  the  representative  for  usual  ex- 
penses incurred  by  his  attendance.  Dr.  Martin  made 
the  appointment  as  follows:  J.  Alfred  Fabro,  Tor- 
rington. 

Reports— Council's  Fiscal  Advisory  Committee 

It  was  VOTED  to  approve  reports  and  recom- 
mendations of  the  Eiscal  Advisory  Committee  as 
follows: 

(a)  That  $250  be  allocated  to  the  budget  of  the 
Committee  on  Accident  Prevention,  to  be  used  to 
cover  the  costs  of  planning  and  conducting  a Con- 
ference on  Sports  Injuries,  Wilbur  Cross  High 
School,  New  Haven,  April  22,  1967. 

(b)  T hat  the  Society  not  become  an  organiza- 
tional member  of  the  Connecticut  State  Chamber 
of  Commerce,  Inc.  at  the  present  time. 


(c)  That  up  to  $250  be  made  available  to  the  Con- 
ference Committee  with  the  Connecticut  Bar  As- 
sociation, as  an  added  allocation  to  its  1967  budget, 
to  cover  operating  expenses  for  the  balance  of  the 
current  fiscal  year. 

(d)  That  the  sum  of  $300  be  allocated  to  the 
printing  budget  of  the  Public  Relations  Depart- 
ment, for  the  purpose  of  publishing  a “Delegates 
Manual”  for  distribution  to  the  present  and  future 
members  of  the  CSMS  House  of  Delegates. 

Co-Sponsorship  Of  Seminar  On  Hospital 
Emergency  Preparedness 

At  the  request  of  State  Health  Commissioner 
Franklin  M.  Foote,  it  was  VOTED  to  have  the 
Society  join  the  State  Health  Department,  the  Con- 
necticut Hospital  Association,  the  Connecticut 
Nurses  Association  and  the  U.  S.  Public  Health 
Service  in  co-sponsoring  this  Seminar,  to  be  held 
on  May  25  at  Valle’s  Steak  House,  Hartford.  It  is 
understood  that  John  Shoukimas,  Hartford,  Chair- 
man of  the  CSMS  Committee  on  Disaster  Medical 
Care,  will  participate  in  the  program  of  the 
Seminar. 

Date  Of  Next  Meeting 

The  date  of  the  next  meeting  was  set  for  Thurs- 
day, April  20,  1967.  Starting  time  is  to  be  1:00 
P.M.  (instead  of  the  usual  2:00  P.M.). 

III.  Old,  New  And  Special  Business 

Report— Committee  On  Relative  Value  Study 

It  was  VOTED  to  accept  as  information  a report 
filed  by  this  Committee  on  progress  being  made 
toward  obtaining  from  the  various  sections  and 
groups  participating  in  the  original  study  recom- 
mended changes  in  the  unit  values  assigned  to  any 
of  the  procedures  falling  within  the  purview  of 
those  sections  and  groups.  In  addition,  the  report 
recommended  that  if  a definitive  updating  of  the 
Relative  Value  Schedule  was  to  be  undertaken,  the 
Council  should  appoint  a small  “working  commit- 
tee,” having  adequate  staff  and  clerical  personnel 
at  its  disposal,  to  carry  out  the  project.  It  is  felt 
that  the  RVS  Committee,  as  presently  constituted 
and  functioning,  is  not  properly  equipped  to  do 
the  job  in  a satisfactory  manner.  It  was  further 
VOTED  to  refer  this  report  to  the  Committee  on 
Third  Party  Payments  for  study,  report,  anti  recom- 
mendations as  to  the  composition  and  modus 
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TTuidilicme' 


• EMPHYSEMA 

• ASTHMA 

• CHRONIC  BRONCHITIS 

• BRONCHIECTASIS 


Each  tablet  contains: 

Potassium  Iodide Id:')  int^. 

Aminophyllinc 130  msr. 

Phcnobarbital,  Cau  tion:  May  be  habit  forming.  . . 21  mg. 

Ephednne  HCl 16  mg. 

FEDERAL  LAW  PROHIBITS 
DISPENSING  WITHOUT  PRESCRIPTION 


Precautions:  Usual  for  aminophylline-cphcdrinc- 

phenobarbiial.  Iodides  may  cause  nausea,  long  use 
may  cause  goiter.  Discontinue  if  symptoms  of 
iodism  develop. 

Iodide  contraindications:  tuberculosis,  pregnancy. 


i)os\(;f. 

One  tablet,  with  full  glass  of 
water,  3 or  4 titnes  daily. 
Dispensed  in  bottles  of  100  and  1000  tablets. 


ML!DR,\NE  GG  — Formula,  dosage  and  package  identi- 
cal to  Mudrane — except — 100  mg.  glyceryl  guaiacolate 
replaces  the  potassium  iodide.  The  value  of  .Mudrane 
cannot  be  enjoyed  by  a small  group  in  which  K.I.  is 
contraindicated.  Mudrane  GG  is  prepared  for  this  group. 

MUDR/\NE  GG  EEIXIR — Four  5 cc  teaspoonfuls  is 
equivalent  to  one  Mudrane  GG  tablet.  Dosage  adjusted 
to  age  and  weight  of  child.  Mudrane  GG  Elixir  is  for 
pediatric  patients  and  those  who  think  they  cannot  swal- 
low tablets.  Dispensed  in  pint  and  half  gallon  bottles. 

VVM.  P.  POVTHRE.SS  & CO.,  INC. 

RICHMOND,  VIRGINIA  23217 
ManujaclurersoJ  ethical  pharmaceuticals  since  1856 


Take  five... 

Labstix®  provides  5 important  urinary  find- 
ings*—on  a single  reagent  strip!  That’s  more 
information  than  you  can  get  from  any  other 
single  reagent  strip.  You  know  the  results  in 
just  30  seconds  - while  the  patient  is  still  in 
your  office  — and  readings  are  reliable  and  re- 
producible. Labstix  is  easy  to  handle,  too. 
Never  goes  limp,  even  when  wet,  because  it’s 
made  with  clear,  firm  plastic.  And  results  with 
Labstix  are  easy  to  read  — color  contrast  be- 
tween the  test  areas  and  the  transparent  plas- 
tic is  clearly  defined.  An  unexpected  “positive” 
from  testing  with  Labstix  may  help  in  de- 
tecting hidden  pathology  before  marked 
symptoms  are  manifest. 

*Blood;  ketones;  glucose;  protein,  and  pH. 

AMES  COMPANY 

Division  Miles  Laboratories,  Inc. 

Elkhart,  Indiana  465 14  AlTlGS 

Note:  AMERICAN  HOSPITAL  FORMULARY  SERVICE 
CATEGORY  NUMBER  36:88  lou? 
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...Plus  one 


You  can  extend  your  testing  scope  by  includ- 
ing IcTOTEST®  Reagent  Tablets,  the  30-sec- 
ond  determination  for  bilirubinuria  — which 
can  be  an  early  sign  of  obstruction  of  the 
common  bile  duct,  infectious  hepatitis,  or 
other  liver  disease.  This  test  is  also  useful  for 
detecting  liver  damage  from  carbon  tetra- 
chloride and  other  halogenated  hydrocarbons 
used  as  industrial  and  household  solvents. 
Positive  findings  with  the  urine-testing  team 
of  Labstix  and  Ictotest  can  represent  signif- 
icant guides  to  patient  management  in  many 
clinical  situations.  “Negatives”  may  help  rule 
out  suspected  abnormalities  over  a broad 
clinical  range  and  are  important 
for  the  patient’s  record. 


AMES  COMPANY 
Division  Miles  Laboratories,  Inc. 
Elkhart,  Indiana  46514 


Ames 


Note:  AMERICAN  HOSPITAL  FORMULARY  SERVICE 
CATEGORY  NUMBER  36:88  4oi67 


FREE  YOUR  PATIENTS  from 
/ deficient  neutralization 
/ poor  taste 
/ burdensome  cost 


with  DICARBOSir  antacid 


■ effective  neutralizing  power -Two  tablets  in  vitro’, 
provide  nearly  2 hours’  relief  within  effective  pH 
range  3 to  5.5. 

■ pleasant  taste  — A fresh  mint  flavor  patients  con- 
tinue to  enjoy,  because  with  Dicarbosil’s  unique* 
formulation,  chalky  aftertaste  is  no  longer  a problem. 

■ exceptional  economy— Due  to  its  high  neutraliza- 
tion capacity  combined  with  low  cost  (10  or  less 
per  tablet),  Dicarbosil  is  within  the  reach  of  all 
patients. 

1.  Schleif.  R.H.:  J.A.PH.A.,  46:179,1957  *U.S.  Pat.  No.  3,062,714 

Active  Ingredients:  Calcium  Carbonate  Precipitated  0.489 
Gm.,  Magnesium  Carbonate  0.011  Gm.,  Magnesium  TVi- 
silicate  0.006  Gm. 


Write  for  Professional  Samples 


ARCH  LABORATORIES 

A Division  of  Lewis-Howe  Company 

319  Souih  4ih  Street  • St.  Louis,  Missouri  63102 
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operamU  ol  the  “working  cominitiee”  suggested  by 
the  RVS  Committee. 

The  1968  Annual  Meeting 

.Although  it  is  possible  that  changes  in  the  an- 
nual meeting  tormat  now  under  study  may  eventu- 
ally enable  the  .Society  to  hold  the  meetings  in 
iacilities  less  comprehensive  thati  the  Hartford- 
Hilton  Hotel,  it  was  VOl  ED  to  approve  the  Hart- 
lord-Hilton,  Hartiord,  as  the  site  of  the  1968  meet- 
ing ot  the  House  of  Delegates  and  Scientific  Assem- 
bly, and  to  authorize  the  stalf  to  recjnest  the  hotel’s 
management  to  reserve  the  dates  of  April  30,  May 
1 and  Afay  2,  1968,  for  this  purpose. 

Appointment  Of  Representative  To  State  Agencies 

In  response  to  a recjnest  received  from  the  Com- 
missioner of  Health,  it  was  VO  l ED  to  recommend 
Orvan  VV.  Hess,  New  Haven,  as  a CSMS  rejnesen- 
tative  to  serve  with  the  .Advisory  Committee  to  the 
State  Dejiartment  ol  Health  on  the  imjrlementa- 
tion  of  P.L.  89-7-49,  the  “Comjrrehensive  Health 
Planning  and  Public  Health  Service  Amendments 
of  1966.” 

It  was  further  VO  I'ED  to  accejrt  the  resignation 
ol  Dr.  Hess  as  a CSMS  rejrresentative  on  the  Ad- 
visory Committee  to  the  State  Welfare  Department 
on  the  I itle  XfX  Program  of  Afedical  Assistance, 
and  to  recommend  to  the  Welfare  Commissioner 
the  apjrointment  of  E.  Tremain  Bradley,  Norwalk, 
to  rejrlace  Dr.  Hess  and  the  ajrjrointment  of  Sidney 
1..  Cramer,  Hartford,  to  serve  as  Dr.  Bradley’s 
alternate. 

CSA1S  Position  On  HB-3821 , 1967  General  Assembly 

ft  was  V'OTED  to  accejJt  the  rejjort  of  the  CSAfS 
Committee  on  Coojreration  with  the  Afedical 
Schools  in  Connecticut,  which  recommend  that  the 
Society  ojrjrose  HB-3821  and  similar  bills  and  stat- 
ing the  reasons  for  this  recommendation.  The  legis- 
lative jnojrosal,  introduced  at  the  request  of  the 
Connecticut  Chajrter  of  the  American  Academy  of 
Cieneral  Practice,  calls  for  the  ajjjrointment  of  a 
“study  committee”  by  the  General  Assembly  to 
“study  the  need  lor  more  family  jjhysicians  in  Con- 
necticut communities  and  to  examine  what  stejrs 
the  University  of  Connecticut  Afedical  School  is 
taking  to  fulfill  this  need”;  “to  examine  (among 
other  things)  the  projjosed  jrrograms  of  the  Uni- 
versity of  Connecticut  Afedical  School  to  motivate 
medical  school  students  toward  family  jrractice  in 
Connecticut  communities”;  and  “to  rejjort  its  find- 
ings to  the  Governor  and  the  General  Assembly  no 
later  than  February  15,  1969.”  The  c<nnjrosition  of 
the  committee  woidd  be:  d’hree  members  of  the 
State  .Senate,  ajjjrointed  by  the  President  Pro  Tern; 
three  members  of  the  House  of  Representatives, 
ajrjrointed  by  the  Sjreaker;  and  (ajrjrointed  by  the 
Governor)  one  member  from  the  CSAfS  .Section  on 


General  Practice,  one  from  the  Connecticut  Acad- 
emy of  General  Practice,  one  from  the  State  De- 
partment of  Health,  and  one  medical  educator. 

After  full  discussion  of  the  report  of  the  Com- 
mittee on  Coojreration,  and  information  on  the 
sidrject  bills  furnished  by  others,  the  Council 
VO  FED  unanimously  to  adopt  the  following  mo- 
tion: 

“f T fs  AIovkd:  Fhat  the  Council  of  the  Connecti- 
cut State  Afedical  Society  reaffirm  the  Society’s  en- 
couragement of  the  Ebiiversity  of  Connecticut 
Afedical  School  to  develojr  a curriculum  that  in- 
cludes courses  which  would  leatl  to  the  training  of 
luture  family  practitioners  for  the  State;  and  it  is 
further 

AfovEu:  f hat  the  Council  disajrjrrove  and  ojr- 
jrose  [rending  legislative  bills  (HB-3821,  HB-3923, 
and  SB- 1062)  which  seek  to  create  a sjrecial  study 
committee  to  oversee  the  develojrment  of  such  a 
curriculum  at  the  University  of  Connecticut  Afedi- 
cal School,  because  of  their  restrictive  natures;  and 
it  is  further 

AfovF.ir:  I hat  the  Ccruncil  exjrress  full  confidence 
in  the  awareness  and  ability  of  the  Trustees  and 
Faculty  of  the  Lhiiversity  of  Connecticut  Afedical 
School  to  develojr  a curricidum  designed  to  meet 
the  jrrolessional  health  care  needs  of  the  State;  and 
it  is  further 

AfovEu:  That  notice  of  these  actions  of  the  Coun- 
cil be  sent  to  the  Dean  of  the  Ibiiversity  of  Cjon- 
necticnt  Afedical  School  and  to  the  President  of 
the  Connecticut  Chajrter  of  the  American  .Academy 
of  General  Practice.” 

Discussion— Admission  Of  Gynecological 
Patients  To  Maternity  Units 

Pursuant  to  a Council-ajrproved  (1964)  document 
titled:  “Criteria  and  Sjrecifications  Regarding  Par- 
ticijration  in  the  Pilot  Program  of  Admission  of 
Clean  Gynecological  Patients  to  Afaternity  Units,” 
J.  .Alfred  Fabro,  Torrington,  raised  certain  ques- 
tions which  may  be  summarized  as  follows: 

(a)  Is  this  j^rogram  still  in  the  “jrilot”  jrhase,  or 
is  it  now  generally  established  in  hosjjitals  through- 
out the  State?  If  the  latter,  to  what  exent? 

(b)  fs  there  a valid  scientific  reason  for  limiting 
such  admissions  to  “clean  gynecological  cases,”  and 
excluding  “clean”  female  surgical  cases  of  other 
tyjjes? 

(c)  fs  there  a valid  scientific  reason  for  restricting 
the  admission  of  such  cases  only  to  “jrhysicians  who 
are  recognized  by  training  and  exjaerience  as 
sjrecialists  in  obstetrics  and  gynecology,”  and  ex- 
cluding general  surgeons  who  have  been  well- 
trained  in  gynecology  and  have  full  gynecological 
jjrivileges  in  other  units  of  the  same  hosjjitals? 

(d)  Does  the  Joint  Commission  on  Accreditation 
of  Hosj:)itals  have  any  [policies  that  sujjjjort  or  are 
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^'George  wants  to  know  if  ifs  okay  to  take  his  cold 
medicine  now,  Doctor,  instead  of  seven  o'clockV^ 


The  long-continued  action  of  Novahistine  LP 
should  help  you  both  get  a good  night's  sleep. 
Two  tablets  in  the  morning  and  two  in  the  evening 
will  usually  provide  round-the-clock  relief  by  help- 
ing clear  congested  air  passages  for  freer  breathing. 
Novahistine  LP  also  helps  restore  normal  mucus 
secretion  and  ciliary  activity— normal  physiologic 
defenses  against  infection  of  the  respiratory  tract. 
Use  cautiously  in  individuals  with  severe  hyperten- 
sion, diabetes  mellitus,  hyperthyroidism  or  urinary 
retention.  Caution  ambulatory  patients  that  drowsi- 
ness may  result.  Each  Novahistine  LP  tablet  con- 
tains: phenylephrine  hydrochloride,  25  mg.,  and 
chlorpheniramine  maleate,  4 mg. 


LP 


PITMAN-MOORE  Division  of  The  Dow  Chemical  Company,  Indianapolis 


Volume  31,  No.  5 


369 


contrary  to  the  provisions  ol  the  subject  document? 

A letter  on  these  matters  from  Stewart  J.  Petrie, 
Derl)y,  was  also  presented  in  connection  with  some 
of  the  questions  raised  by  Dr.  Fabro. 

Following  considerable  discussion,  it  was  VOTED 
to  refer  these  and  related  cjuestions  to  the  Com- 
mittee on  Maternal  Morbidity  and  Mortality 
(which  recommended  that  the  Council  approve 
approve  the  subject  document  in  1964)  for  study 
and  comprehensive  “status”  report  on  the  pro- 
gram: i e.,  scope,  experience,  findings,  conclusions, 
etc. 

N.K.:  77i  c foregoing  is  a summary  of  the  procecd- 
i)igs  and  actions  of  the  Council  on  March 
l‘>,  1967.  Detailed  minutes  of  the  meeting 
are  on  file  at  160  St.  Ronan  Street,  Neiv 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 

PLACEMENT  WANTED 

IN4  ERNIS4’— 33  years  of  age.  Board  eligible, 
military  obligatiotis  completed.  Wishes  to  practice 
with  a group  in  a medium  to  small  community. 

SliRGEON— 31  years  of  age.  Board  eligible, 
military  obligations  completed.  Interested  in  a 
practice  of  general  and/or  thoracic  and  peripheral 
vascular  surgery  with  a group  or  an  associate.  Na- 
tive of  Connecticut. 

INTERNIST— 36  years  of  age.  Board  eligible, 
military  obligations  completed.  Would  like  to  prac- 
tice with  a group,  a.ssociate  or  in  an  institution. 
Sub-specialty  training  in  Ciastroenterology. 

INTERNIST— 31  years  of  age.  Board  eligible, 
military  obligations  completed  with  FiSPHS.  Is 
looking  for  a practice  in  a medium-sized  commun- 
ity with  a group  or  an  associate,  with  a snb-special- 
ty  in  Cardiology. 

OPH  FITALaMOLOGIST’— 12  years  of  age.  Board 
eligible,  wishes  to  practice  with  a group  or  an 
associate.  ITas  had  experience  and  training  in 
anesthesiology. 

ORTHOPEDIC  SLJRGEON-33  years  of  age. 
Board  eligible,  military  duty  completed.  Passed 
National  Boards,  and  wishes  to  practice  with  a 
group  or  an  a.ssociate  in  a large  community. 

PLACEMENT  OPPORTUNITIES 

OB.S-GYN— Board  certified  Obs-Gyn  needed  to 
associate  with  another  Obs-Gyn  in  a large  indus- 
trial city  in  Southern  Connecticut,  leading  to 
eventual  partnership.  Hospital  staff  privileges  avail- 
able at  two  community  hospitals. 

HE.VLT’H  DIRECT  OR— City  of  Stamford,  popu- 
lation 100, 000  needs  physician  with  a degree  in 
Public  Health,  with  administrative  experience,  and 
willing  to  assume  leadership  in  expanding  and  co- 
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Tandearil* 

oxyphenbutazone 

Tandearil  in  Painful  Shoulder 

Therapeutic  Elfects:  Stiffness  and  pain  may  diminish 
within  2 days,  and  full  mobility  may  be  restored 
within  a week.  These  effects  are  obtained  with 
oxyphenbutazone  alone  or  combined  with  physio- 
therapy or  local  hormonal  injections.  The  drug  is 
usually  well  tolerated  and  does  not  affect  pituitary- 
adrenal  function  or  immune  response. 

Contraindications:  Edema;  danger  of  cardiac  decom- 
pensation; history  or  symptoms  of  peptic  ulcer; 
renal,  hepatic  or  cardiac  damage;  history  of  drug 
allergy;  history  of  blood  dyscrasia.  The  drug  should 
not  be  given  when  the  patient  is  senile  or  when  other 
potent  drugs  are  given  concurrently. 

Warning:  If  coumarin-type  anticoagulants  are  given 
simultaneously,  watch  for  excessive  increase  in 
prothrombin  time.  Pyrazole  compounds  may  poten- 
tiate the  pharmacologic  action  of  sulfonylurea, 
sulfonamide-type  agents  and  insulin.  Carefully 
observe  patients  receiving  such  therapy.  Use  with 
great  caution  in  the  first  trimester  of  pregnancy. 

Precautions:  Obtain  a detailed  history  and  a com- 
plete physical  and  laboratory  examination,  includ- 
ing a blood  count.  The  patient  should  be  closely 
supervised  and  should  be  warned  to  report  immedi- 
ately fever,  sore  throat,  or  mouth  lesions  (symptoms 
of  blood  dyscrasia);  sudden  weight  gain  (water  re- 
tention); skin  reactions;  black  or  tarry  stools  or 
other  evidence  of  intestinal  hemorrhage.  Make  regu- 
lar blood  counts.  Discontinue  the  drug  and  institute 
countermeasures  if  the  white  count  changes  signifi- 
cantly, granulocytes  decrease,  or  immature  forms 
appear.  Use  greater  care  in  the  elderly  and  in 
hypertensives. 

Adverse  Reactions:  The  most  common  are  nausea, 
edema  and  drug  rash.  The  drug  has  been  associated 
with  peptic  ulcer  and  may  reactivate  a latent  peptic 
ulcer.  Infrequently,  agranulocytosis,  or  a general- 
ized allergic  reaction  may  occur  and  require  with- 
drawal of  medication.  Stomatitis,  salivary  gland  en- 
largement, vomiting,  vertigo  and  languor  may  occur. 
Leukemia  and  leukemoid  reactions  have  been  re- 
ported but  cannot  definitely  be  attributed  to  the 
drug.  Thrombocytopenic  purpura  and  aplastic 
anemia  may  occur.  Confusional  states,  agitation, 
headache,  blurred  vision,  optic  neuritis  and  tran- 
sient hearing  loss  have  been  reported,  as  have 
hyperglycemia,  hepatitis,  jaundice,  and  several 
cases  of  anuria  and  hematuria.  With  long-term  use. 
reversible  thyroid  hyperplasia  may  occur  infre- 
quently. Moderate  lowering  of  the  red  cell  count  due 
to  hemodilution  may  occur. 

Dosage  in  Painful  Shoulder:  600  mg.  daily  in  divided 
doses  for  2 to  3 days;  300  mg.  daily  thereafter.  Usual 
duration  of  therapy;  2 to  7 days. 

Availability:  Tablets  of  100  mg.  6562-VI(B)R 

For  complete  details,  please  refer  to  full  prescribing 
information. 


Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation 

Ardsley,  New  York 
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ordinating  the  health  activities  ol  a community, 
ran  command  salary  equal  to  or  higher  than  any 
in  the  area.  Contact:  Frank  H.  D’Andrea,  M.D.; 
Chairman,  Health  Commission;  750  Summer  St., 
Stamford,  Connecticut  06902. 

PHYSICIAN  rvith  a background  in  internal 
medicine  and/or  pediatrics  who  is  interested  in  a 
crrotip  practice  in  a rural  totvn  in  Southern  Con- 
necticut. Hospital  services  available  at  several  area 
hospitals. 

ANYONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL  MAN- 
AGER’S OFEICE,  160  ST.  RON  AN  STREET, 
NEW  HAVEN,  CONNECTICUT  06511. 

STUDENT  MEMBERS 

I homas  ^V.  Glynn,  Burlington  Rd.,  I'nionville,  Conn. 
University  of  Kentucky  Med.  Ctr.  - Class  of  1967 
Pre-Med:  University  of  Connecticut 
Parent:  James  Glynn 

James  R.  Missett,  1790  Boulevard,  \Vest  Hartford 
Yale  University  - Class  of  1970 

Pre  Med:  Catholic  University  and  St.  John's  University 
Parent:  James  S.  Missett,  M.D.  (deceased) 


Welcome  New  Members . . . 


New  Haven  County  Medical  Association 

I Irvin  M.  Braverman,  M.D. —789  Howard  Avenue, 
New  Haven,  Connecticut  06504 
Gordon  S.  Cohen,  M.D.-310  Cedar  Street,  New 
Haven,  Connecticut  06510 
Wilbur  W.  Esdaile,  M.D.-416  Dixwell  Avenue, 
New  Haven,  Conn.  06511 
Harris  C.  Faigel,  M.D.-123  York  Street,  New 
Haven,  Connecticut  06511 
I John  Favata,  M.D.-1389  West  Main  Street,  Water- 
1 bury,  Connecticut  06708 

I Sara  B.  Goffinet,  M.D.-Millord  Ho.spital,  Milford, 
Connecticut  06460 

Stanley  W.  Jackson,  M.D.-33.3  Cedar  Street,  New 
Haven,  Connecticut  06510 
i Harvey  Jacob.son,  M.D.— 646  Cfeorge  Street,  New 
1 Haven,  Connecticut  06511 

i Irving  B.  Joffe,  M.D.-130  Division  Street,  Derby, 

I Connecticut  06448 

Michael  Kashgarian,  M.D. —310  Cedar  Street,  New 
Haven,  Connecticut  06510 
James  D.  Kenney,  M.D. —309  Edwards  Street,  New 
Haven,  Connecticut  06511 
Samuel  M.  Lerner,  M.D.-\  ale-New  Haven  Hos- 
pital, New  Haven,  Connecticut  06504 


Henry  Mas.s,  M.D.— 98  Sherman  Avenue,  New 
Haven,  Connecticut  06511 
James  W.  Prichard,  M.D. —333  Cedar  Street,  New 
Haven,  Connecticut  06510 
Joseph  D.  Saccio,  M.D.— 158  Whitney  Avenue,  New 
Haven,  Connecticut  06511 
Jules  C.  White,  M.D.— 309  Edwards  Street,  New 
Haven,  Connecticut  06511 

CONNECTICUT  HEART  ASSOCIATION  ANNUAL 
MEETING  TO  FOCUS  ON  CONNECTICUT 
REGIONAL  MEDICAL  PROGRAM 
May  24th 

The  Connecticut  Heart  Association  Annual 
Meeting  will  be  held  Wednesday,  May  24  at  the 
Hillandale  Country  Club,  Trumbull,  Conn. 

Henry  T.  Clark,  Jr.,  M.D.,  Planning  Director  of 
the  Connecticut  Regional  Medical  Program,  will 
be  the  keynote  speaker.  A Reactcrr  Panel  will  cpiery 
Dr.  Clark  on  future  j)lans  of  the  C.R.M.P.  as  it 
relates  to  the  Heart  Association,  community  hos- 
pitals and  community  health  facilities. 

Invitations  and  programs  are  being  sent  to  all 
health  agencies  and  members  ol  the  Connecticut 
Heart  Association.  Further  information  is  avail- 
able from  your  local  heart  association  or  CFIA,  65 
Wethersfield  Avenue,  Flartford  06114. 

Measles  Vaccine  Is  Safe  And  Effective 

Extensive  clinical  tests  show  that  a type  of 
measles  vaccine  now  in  use  consistently  gives  a 
high  degree  of  immunity  with  only  one  immuniza- 
tion and  without  causing  rashes  or  illness. 

The  safety  and  effectiveness  of  the  vaccine  should 
make  the  task  of  eliminating  measles  in  this 
country  somewhat  easier. 

A report  of  tests  on  14,000  children  in  the  U.S. 
and  Mexico  appears  in  the  current  Journal  of  the 
American  Medical  A.ssociation. 

4 he  commercially  available  vaccine  is  termed  a 
“highly  (or  further)  attenuated  live  vaccine.” 

Two  other  types  of  measles  vaccine  are  available 
and  are  effective.  One  type,  however,  has  caused 
rash  and  temperature  in  40  to  50  per  cent  of  all 
children  immnni/ed,  the  report  said.  The  second 
type  does  not  cause  signihcant  reactions,  but  a 
series  of  injections  is  necessary  to  produce  satis- 
factory measles  protection.  In  .some  cases,  this  im- 
munity has  been  relatively  short-lived. 

Glitiical  tests  of  the  highly  attenuated  type  of 
vaccine  were  done  in  Ghicago,  Cleveland,  Detroit, 
Norfolk  Va.,  and  Mexico  City. 

“It  was  v'ery  umtsnal,”  the  report  said,  “for  a 
vaccitiated  child  to  show  more  thati  two  or  three 
of  the  symptoms  usually  seen  with  natural  measles.” 
In  most  cases,  these  symptoms  were  a mild  rash 
or  a slight  temperature. 
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WOMAN’S  AUXILIARY 

President 

Mrs.  John  D.  O’Connell,  \Vest  Hartford 


President-Elect 

Mrs.  .Anthony  Cipriano.  Hamden 

First  Vice-President 
.Mrs.  Henry  .Sherwood,  .Miikilctown 

Second  Vice-President 
Mrs.  Edward  P.  Allen.  Orange 


Recording  Secretary 
■Mrs.  Nicholas  Creaturo,  Trumbull 

Corresponding  Secretary 
.Mrs.  Irving  H.  Krall,  West  Hartford 

Treasurer  | 

Mrs.  Forest  I).  Gibson,  Farmington  I 

i 


Pree-Teen  And  Teen-Age  Convention  Program 

Headquarters-Shelburne  Hotel,  Atlantic  City  - Shannon  Hall 

June  18  to  22 


.\  spetial  program,  tomlriiiing  ihe  arca’.s  seaside 
and  boaidwalk  activities  with  fascinating  historic 
sightseeing,  has  Iteen  plannetl  lor  children  of  .\.\I.\ 
:md  auxiliary  members  in  .Vtlantic  City  (hiring 
convention  week,  Jtme  18  to  1^2.  I he  program  will 
lie  handled  by  C»nlliver’s  I rails,  Inc.,  under  the 
atispites  ol  the  .A.M.\  Whrman’s  .\nxiliary.  .All  water 
sports  and  beach  activities  will  be  carefully  super- 
vised. reenagers  and  jneteens  will  be  in  their  own 
grotprs  at  all  times.  .Monday  and  1 tiesday  nuist  Ire 
taken  as  a combined  jratkage  totir,  and  all  activi- 
ties include  lunch,  transportation  and  other  ex- 
penses. 

Please  make  advance  i eservations  on  the  at- 
tached form.  Registration  will  be  on  .Sunday  at 
11:00  .A..M.  in  Shannon  Hall  at  the  Shelburne 
Hotel. 

■Mrs.  Philip  j.  Kunderman,  Chairman 
.Mrs.  Howell  Cook,  Co-Chairman 
Teenage  Program  Committee 

Monday,  June  19—9:30  A. M. -4:30  P.M. 

boat  1 rip  and  Iroaidwalk  Piogram.  See  .Aliantic 
(.ity  on  a U/o  hour  sightseeing  voyage  circling  the 
island;  .alter  lunch,  a behind-the-scenes  tom  of  a 
s.alt  water  taffy  factory.  .A  visit  to  russaud  \Vax 
.Mu.seum  where  the  notables  of  history  virtually 
come  to  lile,  and  then  a choice  ol  either  pool  oi 
ocean  swimming,  ice  skating  or  behind-the-scenes 
tour  of  National  .Av  iation  txpei  imental  Center 
(laclai  ecpiipment,  airjrort  lighting  system,  etc.). 

Tuesday,  June  20—9:30  A. M. -4:30  P.M. 

Island  Excursion  and  Smithville.  Escape  to  your 
own  piiv'ate  brigantine  Island  lot  sports,  games, 
sjieeci  boat  rides,  water  skiing  and  acjuaplaning  for 
lho.se  with  parental  permission  (slight  charge  for 
use  of  ecjuipmeiU)  and  a picnic  lunch.  ,S])ecial 
treat:  rolling  chair  ride  on  boardwalk.  1 hen  a tour 


of  Ihe  Eowiie  of  .Smithville,  historic  restoratioi 
village,  and  its  Cfeneral  Suire  with  penny  canch 
and  knickknacks.  Pot  Pourri  .Shop  and  many  othe: 
eptaint  shops.  1 his  village  is  a New  Jersey  land 
mark. 

.All-inclusive  price  with  lunches  for  Monday  anc 
'Euesday:  one  child-$2.S.()(l;  two  or  more  childrer' 
in  one  family-,§21  each.  .Monday  and  Tuesday  day  , 
time  tours  must  be  taken  as  a combined  tour. 

Wednesday,  June  21—9:30  A.M.-4:30  P.M. 

Historic  Philadelphia.  .A  full-day  tour  of  oui; 
“Cradle  of  Liberty.”  Major  highlights  include  In  , 
dependence  Hall,  betsy  Ross  blouse,  Christ  Clmrchl^ 
(vvheie  ben  Franklin  is  buried),  Franklin  Institute 
with  push-button  exhibits  ccjvering  aviation,  sci-ij 
ence,  astronomy.  11  time  permits,  tour  will  incluclel 
a visit  to  the  IbS.S.  Olympia  (Commodore  Dewey’s 
flagship).  ’ , 

.All-inclusive  price  with  lunch:  one  (hild-,^1 1.50;' 
two  or  more  children  in  one  family-$l ().()()  each. I 

■Atlantic  C.ity,  batsto  .Area  and  .Stage  Coach  Ride. 
Four  highlights  of  .Atlantic  City  such  as  .Alxsecon 
Fighthouse  with  its  spiral  staircase  and  observation' 
towel ; on  to  batsto,  restored  Revolutionary  Whari 
iron  town.  See  a grist  mill,  old  forge,  batsto  Man- 
sion. I hen  take  a stage  coach  ride  through  the  * 
area.  Pool  swimming  in  late  afternoon.  ' j 

.All-inclusive  price  with  lunch:  one  child,  .111.50;| 
two  or  more  children  in  one  familv-.|l().()()  each.' 

' I 

EVENING  PROGRAM  [ 

Tuesday,  June  20—7:00  P.M. -12:30  P.M.  j 

Feen-agers.  Dinner,  Rides  on  boardwalk  and  i 
bowling  I ournament.  ,A  festive  dinner,  then  on  to  I 
the  .Million  Dollar  Pier  lor  rides  and  wind  up  the  | 
night  with  a bowling  tournament.  .A  first-run  movie  | 
oflered  lor  those  who  do  not  want  to  bowl.  j 

.All-inclusive  price,  including  dinner,  $12.50. 
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OBITUARIES 


Ronald  H.  Kettle,  M.D. 
1902-1967 

Dr.  Ronald  H.  Kettle,  former  superintendent  of 
le  Norwich  Hospital,  died  February  2,  1967  at 
lartford  Hospital,  a few  months  after  his  retire- 
lent.  Born  in  Burford,  Ontario,  Canada,  he  re- 
eived  his  medical  degree  at  Queens  University, 
dngston,  Ontario  in  1928.  Following  an  intern- 
lip  at  Hamilton  General  Hospital,  Hamilton,  On- 
irio,  he  became  a resident  at  McLean  Hospital, 
;elmont,  Massachusetts,  where  he  remained  until 
931.  He  had  additional  post-graduate  training  at 


"■xaM  I 


he  Massachusetts  General  Hospital  in  Boston  and 
it  The  Institute  of  Hospital  Administrators. 

Dr.  Kettle’s  career  at  the  then  Norwich  State 
Hospital  began  in  1936  when  he  joined  the  staff 
IS  a senior  physician.  His  capabilities  were  rapidly 
lecognized  ancl  he  was  appointed  assistant  superin- 
tendent in  1940.  This  post  was  relinquished  in 
1942  when  he  joined  the  U.  S.  Army  Air  Corps, 
receiving  specialized  training  at  the  School  of 
Aviation  Medicine,  Randolph  Field,  Texas,  where 
he  was  qualified  as  a Flight  Surgeon. 

Dr.  Kettle’s  military  career  was  distinguishetl;  he 
became  chief  psychiatrist  of  the  20th  Air  Force  in 
Guam,  with  the  rank  of  Lieutenant  Colonel.  After 
discharge  from  the  service  in  1946,  he  returned  to 
the  Norwich  Hospital  and  was  appointed  super- 
intendent the  following  year.  In  addition  to  his 
duties  as  superintendent,  he  lectured  in  psychology 
and  psychiatry  at  the  University  of  Connecticut 
and  at  Yale.  In  1955  he  was  elected  president  of 


the  New  England  Psychiatric  Association.  He  was 
a member  of  the  county  and  state  medical  societies, 
the  American  Medical  Association,  and  a Life  Fel- 
low of  the  American  Psychiatric  Association. 

Of  the  many  contributions  Dr.  Kettle  made  to 
mental  health  in  the  State  of  Connecticut,  he  was 
particularly  proud  of  his  achievement  in  attaining 
full  accreditation  for  a three  year  residency  train- 
ing program  at  Norwich  Hospital.  This  accom- 
plishment immeasurably  increased  staff  compe- 
tency and  morale  and,  more  importantly,  the 
quality  of  patient  care. 

Dr.  Kettle’s  administration  was  marked  by  firm 
convictions  regarding  treatment  and  administra- 
tion, yet  his  mind  remained  open  to  advancement 
in  psychiatric  techniques  so  that  the  function  of 
the  hospital  was  never  stagnant.  He  will  long  be 
remembered  for  his  contribution  to  psychiatric 
administration  and  will  be  recalled  as  a warm 
friend,  wise  teacher,  and  physician-humanitarian 
in  the  finest  tradition.  It  is  most  appropriate  that 
the  Intensive  Care  Unit  of  Norwich  Hospital  is 
named  in  his  honor. 

Claude  Ballard^  m.d. 

Julius  Harry  Grower,  M.D. 
1898-1967 

On  March  1,  1967,  Dr.  Julius  Harry  Grower,  age 
69,  died  at  the  Middlesex  Memorial  Hospital  fol- 
lowing a long  illness.  He  had  practiced  general 
medicine  in  Middletown,  Connecticut  for  the  past 
forty  years  and  devoted  himself  unstintingly  to  the 
care  of  all  who  had  sought  his  kindly  counsel.  To 
his  many  friends  and  devoted  patients  he  will  al- 
ways be  remembered  as  a gentle,  kind  and  sincere 
physician  dedicated  to  his  profession  and  ahvays 
available  to  those  in  need  of  his  services. 

For  .several  years  having  been  afflicted  with  the 
complications  of  circnlatory  disease,  he  had  been 
semi-invalided,  necessitating  his  retirement  from 
active  practice.  During  this  interim,  he  was  con- 
stantly attended  by  his  devoted  wife,  Minnie.  To 
those  of  us  who  tvere  fortunate  enough  to  know 
julius  intimately,  it  was  always  relreshing  to  find 
him  cheerful  and  o})timistic  even  during  periods 
of  great  personal  discomfort. 

Dr.  Grower  was  involved  in  many  professional 
and  civic  activities.  He  was  active  in  the  establish- 
ment of  The  American  Academy  of  General  Prac- 
tice and  Avas  an  early  past  president  of  the  Con- 
necticut Chapter.  He  Avas  a past  president  of  the 
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Mitldlcscx  C.ouniy  Medical  Assoc ial ion,  member  ol 
Congregation  Adatli  Israel,  Middletown  IVnai 
B'rith,  St.  John’s  Lodge  No.  2,  A.P'.  and  A.M.,  Lady 
Washington  Cihapter  O.L.S.,  Middletown  Lodge 
B.I’.O.E.  He  was  :i  giadtiate  ol  the  University  ol 
Mis.sonri  and  the  University  ol  Nebraska  Medical 
School  and  did  |)os(-gradu;ite  work  at  Roiimda 
Hospital  in  Dublin,  Ireland,  Yale-New  Haven  Hos- 
pital in  New  Haven,  New  \ork  Medical  School 
and  Cook  County  Cdacluate  School,  Chicago 
Illinois. 

He  is  sinvived  l>y  his  wile,  Mitniie  Shapiro 
(dower,  two  daughters,  Mrs.  Leonard  (Bernice) 
Bonchi  and  .Mis.  Daniel  (Joanne)  Bloom  and  two 
granddaughteis. 

Lo  his  family,  we,  ol  the  Middlesex  County 
Medical  Society,  extetul  our  hetirtfelt  sympathy  at 
theii  great  loss  ol  a cle\'otecl  husband  and  lather. 

I hey  may  take  comfort  in  the  knowledge  that  his 
lile  will  bc'  an  inspiration  to  others  who  remember 
his  strong  family  devotion,  his  professional  decli- 
cjition  and  his  courage  and  optimism  during  his 
long  illness. 

Prill. ti>  L.  Sc:hw.\rtz,  ,\i.t). 

Alfred  Bernard  Vandersluis,  M.D. 
1930- 1967 

Dr.  .Mired  Vanclershiis  died  at  Lawrence  atul 
•Memorial  Hospitals,  New  London  on  February  27, 
I9t)7.  His  illness  became  apparetit  one  month  after 
he  opened  his  ow’ii  practice  in  obstetrics  and  gvtie- 
(ology. 


■ Mired  B.  V'andersluis  was  born  in  Cleveland, 
Ohio  the  son  ol  immigratits  from  the  Netherlands. 
He  attetided  Baldwin  AVallace  College,  Berea,  Ohio 
where  he  received  his  B.S.  degree  and  graduated  in 
I !f).5  liom  thc‘  (iollege  c>|  Physicians  and  .Surgeons, 
Columbia  University,  New  \'ork.  He  .served  an 
ititernship  at  Strong  .Metnorial  Hospital,  Rochester, 
.New  York.  From  1957-1959  he  was  a Captain  in  the 


Aimy  .Medical  (.orps.  He  took  his  residency  train 
iiig  in  obstetrics  tincl  gynecology  at  Woman’s  Hos 
pital.  New  \'ork. 

Di . \ andersluis  came  to  New  London  in  Januar' 
I9f).'5  tej  etuer  an  associtition  ;mcl  to  join  the  stalf  o 
Law  1 dice  «incl  .\femorial  Hosjntals.  He  became  t 
meinber  ol  the  New  London  County  Medical  .\sso 
ciation  and  Connecticut  State  .\feclical  Society.  A 
cledicated  colleague  with  great  enthusiasm  and  hope 
lor  achievemetits  during  his  life,  he  was  ptirticularb 
interested  in  prevention  and  treatment  of  cancer 
He  was  jnesiclent  ol  New’  London  FJnit,  Americar 
Cancer  .Society  from  l9()l-]9()().  During  these  tw’c 
years  an  outstanding  program  took  place  in  cancel 
prevention,  detection  and  therapy.  It  was  at  thii 
time  when  he  himsell  became  a ctincer  jiatient. 

'Fhere  followed  months  of  despair,  hope,  pain 
laiih  and  work.  But  hope  and  faith  were  strongest 
“ I he  woods  are  lovely  dark  and  deep 
But  I have  promises  to  keep 
And  miles  to  go  before  I sleep 
.Vncl  miles  to  go  before  I sleeji 

I hese  tvorcls  written  by  Robert  Frost  were  cher- 
ished by  him  and  shared  with  others  during  his 
illne.ss. 

He  leaves  his  wife  .Anti,  his  daughter  Wendy  and 
his  .son  Steven,  his  jjarents  and  two  brothers.  'Lo 
them  the  Connecticut  State  Medical  .Society  extends 
its  deepest  sympathies.  He  also  leaves  many  friends 
who  will  remember  his  dedication  and  to  whom 
he  will  always  be  an  inspiration  to  carry  on  where 
he  could  just  begin. 

FrF.1)I:R1C:K  R.  BKHRtNGER,M.l>. 


In  Memoriam 


Connors,  Edw  in  R.-Bi  iclgeport;  Boston  Univer- 
sity School  of  Medicine,  19.S1.  Dr.  Connors  had 
been  a general  practitioner  in  the  Bridgeport  area 
lor  28  years,  belore  being  apjKiintecl  medical  clirec- 
toi  ol  the  State  Wellare  De]jartment.  During 
World  A\'ar  II,  he  served  in  the  .Army  Medical 
C-oi ps  evith  the  rank  ol  cajjttiin.  Dr.  Connors  was 
the  medical  examiner  for  Fast  Bridgeport  for  nine 
years.  He  had  .served  as  senior  attending  and  chiel 
ol  the  general  practice  division  at  Bridgeport  Hos- 
pital. He  was  a jiast  jjresident  cjf  the  Bricigejjort 
.Medical  .Association  and  also  seiwecl  the  association 
as  secietary  and  \ ice  jJiesiclent.  He  w.as  president  of 
the  (ionneclicut  .\caclemy  of  Ceneral  Practice.  He 
was  also  a loriner  member  of  the  board  of  trustees 
ol  the  Fairfield  County  .Medical  .Association  and 
served  as  secretary  for  six  years.  He  was  a member 
ol  the  Bridgeport  .Medical  -Association,  the  F’airfielcl 
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louiity  Medical  Association,  the  Connecticut  State 
ledical  Society,  and  the  American  Medical  Asso- 
iation.  Dr.  Connors  died  March  18  at  the  age  ol 
-i. 

Deschamps,  Stephen  H.  — Bridgeport;  Columbia 
iollege  of  Physicians  and  Surgeons,  1947.  Dr.  Des- 
liamps  was  a specialist  in  internal  medicine  and 
astroenterology  in  the  Bridgeport  area  for  many 
ears.  He  was  on  the  active  staff  of  St.  Vincent’s 
lospital  and  on  the  courtesy  staff  at  the  Bridge- 
ort  Hospital.  He  was  a member  of  the  Fairfield 
iounty  Medical  Association,  the  Connecticut  State 
ledical  Society,  the  American  Medical  Associa- 
on,  the  American  Board  of  Internal  Medicine, 
nd  the  New  York  Academy  of  Medicine.  Dr  Des- 
hamps  died  January  19,  at  the  age  of  42. 

O’Keefe,  David  F.— West  Hartford;  Columbia 
College  of  Physicians  and  Surgeons,  1929.  Before 
oming  to  Hartford,  Dr.  O’Keefe  was  chief  director 
f the  Skin  and  Cancer  Hospital  in  New  York 
aty.  He  was  a physician  at  United  Aircraft  Cor- 
loration  for  16  years.  He  was  a member  of  the 
lartford  County  Medical  Association,  the  Con- 
ecticut  State  Medical  Society,  and  the  American 
ledical  Association. 

Sutton,  John  E.— Washington;  Cornell  Univer- 
ity School  of  Medicine,  1920.  Dr.  Sutton  was  an 
x-member  of  Sejuadron  A New  York  State  Guard, 
II  which  he  served  as  colonel,  commanding  the 
iiedical  detachment  during  World  War  II.  He  was 
member  of  the  Association  of  Military  Surgeons. 
)r.  Sutton  was  on  the  staff  at  New  Milford,  Sharon, 
nd  Charlotte  Hungerford  Hospitals.  Before  coni- 
ng to  Washington,  Dr.  Sutton  was  associate  attend- 
ng  surgeon  at  the  New'  York  Hospital,  a staff  mem- 
>er  of  the  second  service  at  Bellevue  Hospital,  and 
n associate  of  the  surgical  staff  at  Flower  Fifth 
Venue  Hospital.  He  w'as  a past  president  of  the 
dtchfield  County  Medical  Association.  He  was  a 
nember  of  the  Litchfield  County  Medical  Asso- 
iation,  the  Connecticut  State  Medical  Society,  and 
he  American  Medical  Association.  He  w'as  a fellow 
)f  the  American  College  of  Surgeons.  Dr.  Sutton 
lied  March  20,  at  the  age  of  74. 

Turkington,  Charles  H.  — Litchfield;  Johns  Hop- 
dns  Medical  School,  1907.  During  World  War  I, 
3r.  Turkington  was  an  instructor  in  tuberculosis 
md  thereafter  became  chief  and  consultant  in 
tilierctilosis  at  the  Walter  Reed  Army  Hospital. 
4e  W'as  a visiting  physician  at  Charlotte  Hunger- 
bid  Hospital  and  then  became  chief  of  medical 
ervice.  He  was  a member  of  the  board  of  gov- 
nnors  and  a fellow  of  the  American  College  of 


Physicians.  He  was  jiast  piesident  of  the  Connecti- 
( ut  State  Medical  Soc  iety  and  the  Litchfield  Coun- 
ty Medical  A,ssociation.  Dr.  Turkington  was  a 
member  of  the  Litchfield  County  Medical  Associa- 
tion, the  Connecticut  State  Medical  Society,  and 
the  American  Medical  Association.  Dr  Turkington 
died  February  22,  at  the  age  of  86. 


Special  Notices 


THE  CHILDREN'S  HOSPITAL  OF  PHILADELPHIA 
and 

The  Department  of  Pediatrics,  School  of  Medicine 
University  of  Pennsylvania 

Announce 

.\  FIVE  DAY  REFRESHER  COURSE  IN  PEDIATRICS 
For  Pediatricians  and  General  Praclilioners 

May  1 - May  5,  1967 

The  Cnrricidum  will  consist  of  Lectures  and  Clinics,  given 
by  inenihers  of  the  Faculty  Stall,  in  selected  aspects  of  Con- 
temporary Pediatrics  in  which  important  advances  are  being 
made. 

AAGP  accredited  for  27  hours 
TUITION  IS  .1175.00 

Registrations  and  Inquiries  should  be  sent  to: 
CHILDREN  S HOSPITAL  OF  PHILADELPHIA 
Post  Graduate  Education  Committee 
1710  Bainbridge  Street,  Pbiladelphia,  Pa.  19146 
Make  Checks  Payable  to: 

The  Children's  Hospital  of  Philadelphia 


BOOKS  RECEIVED 


Congeslive  Heart  Failure.  Edited  by  Ralph  M.  Myerson,  B.S., 
M.D.,  F.A.C.P.  and  Bernard  H.  Pastor  (deceased),  A.B.,  M.D., 
F.A.C.P.  The  C.  V.  Mosby  Company,  St.  I.ouis,  1967,  174  pp. 
Illustrated.  .UU.Sa.  

The  Extremities.  Tbird  edition,  edited  by  Daniel  P.  Quiring, 
Ph.D.,  and  John  H.  4Varfel,  Ph.D.  Lea  & Febiger.  Philadel- 
phia,  1967.  124  pp.  Illustrated  with  110  engraviugs.  .'fi.S.90. 


The  Head,  Neck  and  Trunk . Third  edition,  edited  by  Daniel 
P.  Ouiring,  Ph.D.,  and  |ohn  H.  Warfcl,  Ph.D.  Lea  & Febiger, 
Philadelphia,  1967.  12H  jtp.  Illustrated  with  111  engravings. 
?3.90.  

Principles  Of  Bioniolecular  Organization.  Ciba  Foundation 
Symposium.  Edited  by  G.  E.  \V.  WOlstenholmc,  O.B.E.,  M..-V., 
F.R.C.P.,  F.I.  Biol.,  and  Maeve  O'Connor,  B..-\.  Idttle,  Brown 
and  Company,  Boston,  1966,  141  illustrations,  491  pp.  .?15.00. 


Ethics  In  .Medical  Progress:  With  special  reference  to  trans- 
|dautatiou.  Ciba  Foundation  Symposium.  Edited  by  G.  E.  W. 
Wolstenbolme.  O.B.E.,  M..\.,  F.R.C.P.,  F.I.  Biol,  and  Maeve 
O'Connor,  B..\.  Little,  Brown  and  Company,  Boston,  1966, 
257  pp.  .‘{?IL75. 
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New  Snakebite  Treatment  ! 

A M ianii  surgeon  has  developed  a new  tech-  j 
niqne  lor  treating  snakebite:  immediately  cut  away  | 
a halt'-dollar  layer  of  tissue  annind  the  bite. 

Getting  rid  ol  this  venom-filled  tissue  as  soon  as 
possible  is  “the  most  eliective  treatment,”  according 
to  Clill'ord  C.  Snyder,  M.l).  Idle  technique  marks 
a considerable  departure  Irom  the  traditional  cross- 
(titting  ol  the  bite  atitl  drawing-ont  of  the  venom. 

Dr.  Snyder’s  snccessfnl  treatment  of  32  snake- 
bite victims  in  the  past  two  years  is  reported  in  the 
Medical  News  section  of  the  Journal  of  the  .Amer- 
ican Medical  .Association. 

Immediate  tissue  removal  could  be  done  by  a 
bitten  person.  Dr.  Snyder  noted.  .A  relatively  shal- 
low cut  the  si/e  of  a large  coin  probably  would 
get  rid  of  most  of  the  easily  recognizable  venom- 
killed  tissue. 

Not  many  persons  would  be  able  to  perform  this 
task,  however,  due  to  the  shock  of  the  bite  and 
other  factors.  Dr.  Snyder  admits.  .A  simple  slash 
across  the  bite  wound  would  lie  an  alternate 
measure  preceding  the  more  radical  treatment. 

.A  tourniquet  will  prevent  the  venom’s  spread 
until  a physician  can  perform  the  excision.  Dr. 
Snyder  said.  The  tournicjuet  should  cut  off  only 
superficial  circulation;  it  shotdd  be  possible  to 
insert  a finger  between  the  tightened  bandage  and 
the  skin. 

It’s  important  that  a tourniquet  be  applied  im- 
mediately, Dr.  Snyder  said.  Later,  at  the  physician’s 
ofiice  or  hospital,  additional  tisstie  may  be  re- 
moved and  antivenom  administered  through  the 
artery  serving  the  bitten  area. 

Despite  the  well-known  tissue-killing  effects  of  a 
snake  venom,  no  anqiutations  have  been  necessary 
in  Dr.  Snyder’s  32  patients. 

Five  of  those  treated  were  bitten  by  cotton- 
mouth  moccasins  and  27  by  rattlesnakes.  .About 
87  per  cent  of  snakebites  in  the  U.S.  are  inflicted  by 
the  rattlesnake. 

Dr.  Snyder  is  associate  professor  of  surgery  at  the 
Ibiiversity  of  Miami  and  is  a plastic  surgeon  in 
private  practice.  .Associated  with  him  in  continuing 
research  on  the  techniejue  are  Robert  P.  Knowles, 
D.V.M.,  instructor  in  animal  surgery  at  the  Flni- 
versity’s  department  of  surgery;  Maxwell  M.  Sayet, 
.M.D.,  clinical  associate  professor  of  pathology; 
fames  Pickens,  a senior  medical  student  at  Miami, 
and  fames  Emerson,  sophomore  dental  student  at 
Ohio  .State  fbiiversity.  William  Haast,  herpet- 
ologist and  director  of  the  Miami  Serpentarium, 
also  is  assisting  in  the  work. 
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VALIUM' 

(diazepam)Roche® 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 


Contraindications:  Infants,  patients  with  history 
of  convulsive  disorders,  glaucoma  or  known  hyper- 
sensitivity to  drug. 

Warning:  Not  of  value  in  the  treatment  of  psychotic 
patients,  and  should  not  be  employed  in  lieu  of  appro- 
priate treatment. 


Precautions:  Limit  dosage  to  smallest  effective 
amount  in  elderly  or  debilitated  patients  (not  more 
than  1 mg,  one  or  two  times  daily  initially)  to  pre- 
clude ataxia  or  oversedation,  increasing  gradually  as 
needed  or  tolerated.  As  is  true  of  all  CNS-acting 
drugs,  until  correct  maintenance  dosage  is  estab- 
lished, advise  patients  against  possibly  hazardous 
procedures  requiring  complete  mental  alertness  or 
physical  coordination.  Driving  during  therapy  not 
recommended.  In  general,  concurrent  use  with  other 
psychotropic  agents  is  not  recommended.  If  such 
combination  therapy  is  used,  carefully  consider  indi- 
vidual pharmacologic  effects  — particularly  with 
known  compounds  which  may  potentiate  action  of 
Valium  (diazepam),  such  as  phenothiazines,  bar- 
biturates, MAO  inhibitors  and  other  antidepressants. 
Advise  patients  against  simultaneous  ingestion  of 
alcohol  or  other  CNS  depressants.  Safe  use  in  preg- 
nancy not  established.  Employ  usual  precautions  in 
treatment  of  anxiety  states  with  evidence  of  impend- 
ing depression;  suicidal  tendencies  may  be  present 
and  protective  measures  necessary.  Observe  usual 
precautions  in  impaired  renal  or  hepatic  function. 
Periodic  blood  counts  and  liver  function  tests  ad- 
visable in  long-term  use.  Cease  therapy  gradually. 


Side  Effects:  Side  effects  (usually  dose-related)  are 
fatigue,  drowsiness  and  ataxia.  Also  reported:  mild 
nausea,  dizziness,  blurred  vision,  diplopia,  headache, 
incontinence,  slurred  speech,  tremor  and  skin  rash; 
paradoxical  reactions  (excitement,  depression,  stim- 
ulation, sleep  disturbances,  acute  hyperexcited  states, 
hallucinations) ; changes  in  EEC  patterns  during  and 
after  drug  treatment.  Abrupt  cessation  after  pro- 
longed overdosage  may  produce  withdrawal  symp- 
toms (convulsions,  tremor,  abdominal  and  muscle 
cramps,  vomiting,  sweating)  similar  to  those  seen 
with  barbiturates,  meprobamate  and  chlordiazepox- 
ide  HCl. 


Ttosage  — Adults:  Mild  to  moderate  psychoneurotic 
reactions,  2 to  5 mg  b.i.d.  or  t.i.d.;  severe  psycho- 
neurotic reactions,  5 to  10  mg  t.i.d.  or  q.i.d.;  alcohol- 
ism, 10  mg  t.i.d.  or  q.i.d.  in  first  24  hours,  then  5 mg 
t.i.d.  or  q.i.d.  as  needed;  muscle  spasm  with  cerebral 
palsy  or  athetosis,  2 to  10  mg  t.i.d.  or  q.i.d.  Geriatric 
patients:  1 or  2 mg/ day  initially,  increase  gradually 
as  needed  and  tolerated.  (See  Precautions) 

Supplied:  Valium®  (diazepam)  Tablets,  2 mg,  5 mg 
and  10  mg;  bottles  of  50  and  500. 


Roche  Laboratories 

Division  of 

Hoffmann- LaRoche  Inc. 
Nutley,  N.J.  07110 


VIPORTANT  NEW  INSIGHTS  INTO  HUMAN 
ESPONSE  TO  EMOTIONAL  STRESS: 


npressive  new  confirmation  of  the  effectiveness  of 


ilinm®  (diazepam) 


;k  your  Roche  representative  to  arrange  a 
esentation  of  this  important  and  fascinating 
!W  technique  of  research  in  emotional  stress 
a new  methodology... quantitative,  objective 
sasurement  with  double-blind  controls . 

?ase  see  opposite  page  for  important 
ascribing  information. 


Around  The  State 


New  Haven  County 
183rd  Annual  Meeting 
New  Haven  County  Medical  Association 
March  30,  1967 

The  183rd  Annual  Meeting  ol  the  New  Haven 
Connly  Medical  Association  was  held  at  the  Whiver- 
Iv  Inn,  Cheshire,  Connecticul  on  rhursday,  March 
3()th. 

riie  session  was  opened  by  Dr.  Max  Ciaj)lan  ol 
.Meriden,  as  presiding  officer. 

W'iih  the  audience  standing,  the  Clerk,  Dr.  H. 
.\.  Levin  read  the  necrology,  d his  cvas  lollowed  by 
a period  of  respectful  silence. 

When  the  meeting  was  called  back  to  order, 
guests  were  introduced.  We  were  again  hotiored  by 
the  pre.sence  of  the  President  ccf  the  Connecticut 
State  Medical  Society,  Dr.  Orvan  Hess;  the  Presi- 
dent-Elect, Dr.  E.  Eremaine  Bradley;  \'ice-Presi- 
dent,  Norman  (Gardner,  represented  himself  and 
■Middlesex  County. 

The  absence  of  delegates  from  the  other  comi- 
ties, Fairfield  and  Middlesex  excepted,  was  con- 
spicuous on  roll  call. 

Ehe  clerk  reported  our  membership  is  now  1,019. 
Sixteen  tiew  members  to  be  elected  at  this  .session 
will  bring  the  roster  np  to  1,035.  Incidentally,  our 
indoctrination  ceremony  meeting  has  again  been 
very  worthwhile. 

Ofiicers  elected  at  the  annual  meeting  areiPresi- 
clent,  Bernard  A.  Burnham,  Whiterbury;  Vice-Presi- 
dent, Charles  C.  V'erstanclig,  New  Haven;  Clerk, 
Hyman  A.  Levin,  New  Haven;  Member  Executive 
Committee,  Max  Caplan,  Meriden. 

Members  to  the  House  of  Delegates  and  .Al- 
ternates also  made  ti[i  the  slate. 

Ehe  meeting  was  productive  of  several  resolu- 
tions which  were  thoroughly  and  ojjenly  discussed. 
In  part,  these  dealt  with  Legislative  matters.  Title 
XIX  and  State  WTllare  Department,  the  County 
Hospital  Plan,  and  the  apjtointment  of  an  Ad  Hoc 
Committee  to  review  structure,  :iims  and  purposes 
of  a county  .society. 

The  meeting  was  followed  by  a social  hour  and 
ditmer  with  wives  ;is  guests.  At  that  time  a report 
by  Mrs.  John  J.  Menclillo,  President  of  the 
\\5)man’s  .Auxiliary,  and  the  presentation  of  the 
Past  President’s  placpie  to  retiring  President,  Dr. 
.Max  Caplan,  were  jneliminary  to  a most  relaxing, 
mirthful  and  interesting  hour  of  entertainmetit  pro- 
vided by  Miss  Pattie  Bayne  and  Mr.  A1  Flosso,  the 
latter  billed  as  “Ehe  Ccjuey  Island  Fakir.” 
Respectfully  submitted, 

H.  .A.  Levin,  m.d.,  Clerk 


News  From  Yale  University 
School  Of  Medicine 

-An  expanded  program  of  basic  research  on  drugs 
that  may  prove  useful  in  the  treatment  of  cancer, 
mental  illne.ss,  and  other  diseases  will  be  under- 
taken in  12  newly  completed  laboratories  for 
pharmacology  at  the  Yale  School  of  Medicine. 

The  laboratories,  constructed  at  a cost  of  nearly 
half  a million  dollars,  were  dedicated  at  ceremonies 
recently.  Ehe  new  facilities  were  made  po.ssible  by 
a grant  of  $230, ()()()  from  The  Wellcome  Trust  of 
London,  England,  with  matching  funds  from  the 
C.  S.  Public  Health  Service. 

Located  in  a renovated  .section  of  Sterling  Hall 
of  Medicine,  the  new  laboratories  will  increase  the 
area  devoted  to  basic  research  facilities  in  the  De- 
partment of  Pharmacology  by  approximately  forty 
[ler  cent,  according  to  Dr.  Arnold  D.  Welch, 
Eugene  Higgins  Professor  of  Pharmacology  and 
Chairman  of  the  Department. 

I'wcr  main  fields  of  research  in  the  Department 
ol  Pharmacology  are  cancer  chemotherapy  and 
tieuropharmacology.  Recent  investigations  in  the 
foiiner  area  by  Vale  scientists  led  to  the  develop- 
ment of  the  first  drug,  6-azauricline,  to  have  selec- 
tive toxicity  for  at  least  one  type  of  human  cancer 
cell  and  almost  none  for  normal  human  cells.  It  is 
now  being  used  experimentally  with  great  success 
in  the  control  of  psoriasi.s,  a severe  proliferative 
skin  disease. 

.Another  drug,  5-ioclodeoxyuricline,  developed  at 
Vale  in  the  search  for  anti-cancer  compounds,  has 
proved  highly  effective  in  combatting  several  virus 
inleclions  in  man  and  is  in  widespread  clinical  use 
for  the  trealment  of  herpes  infections  of  the  eye. 
Ehe  drug  is  now  being  tested  for  its  effectiveness 
against  small-pox  in  clinical  trials  in  India. 

Participants  in  the  dedication  of  the  new 
pharmacology  laboratories  included,  in  addition 
lo  Lord  Franks  and  Dr.  Welch:  Dr.  VTrnon  Lip- 
parcl.  Dean  ol  the  Vale  School  of  Medicine; 
Charles  H.  Eaylor,  Jr.,  Provost  of  Vale;  and  Dr. 
(ieorge  H.  Hitchings,  V’ice  President  in  charge  of 
research,  Burioughs  Wellcome  and  Company  of 
Enckahoe,  New  York. 

Dr.  Moiton  M.  Rligerman,  Professor  and  Chair- 
man of  the  Department  of  Radiology,  is  the  prin- 
cipal investigator  in  the  program.  1 he  co-principal 
im  esliaator  is  Dr.  Paul  Eloward-k  landers.  Pro- 
lessor  of  Radiobiology  and  Molecidar  Biophysics. 
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Aminophylline  dura-tabs 

" J prolonged -medication  tablets  4^2  gr.  (0.3  Gm.) 


Precautions:  Use  with  caution 
in  patients  with  poor  renal  function 
as  a decreased  rate  of  excretion 
may  lead  to  accumulation  and 
untoward  reactions.  Gastric 
irritation  may  occasionally  be 
observed  in  certain  patients 
sensitive  to  oral  aminophylline. 

Dosage:  Adults,  1 to  2 
Aminophylline  Dura-Tabs 
each  8 or  12  hours,  with  food. 


RARELY  UPSET  THE  STOMACH 

Oral  aminophylline  needn’t  disturb  the  stomach— nor  a 
good  night’s  sleep.  Patients  breathe  easier  all  day,  sleep 
better  all  night,  as  each  Aminophylline  Dura-Tab  dose 
provides  effective  therapeutic  activity  for  up  to  12  hours. 
And  unlike  conventional  tablets,  AMINOPHYLLINE 
DURA-TABS  seldom  cause  gastric  distress.  The  special 
Dura-Tab  process  allows  the  gradual  absorption  of  the 
medication  from  the  intestinal  tract  with  only  a small  frac- 
tion of  the  dose  released  in  the  stomach. 


WYNN  Pharmaceuticals,  lnc.,Phila.,  Pa.  19132  • Manufacturers  of  QUINAGLUTE®  DURA-TABS® 

^Cu'ni  r.no  G-uconcits  j gr.J 


Connecticut  Medicine 

MANUSCRIPTS 

Maiuisciipts,  including  references  or  bibliography,  must 
l)e  typewritten,  double-spaced  on  white  paper  8i/^  x 11 
inches  with  adequate  margins  on  firm  paper.  The  original 
copy,  not  the  carbon  copy  should  be  submitted.  Carbon 
coi)ies  or  single  spaced  manuscripts  will  not  be  considered. 
.Autbority  for  approval  of  all  contributions  rests  with  tbe 
Kditorial  Hoard,  and  the  Board  reserves  the  right  to  etlit 
any  material  submitted.  Receipt  of  manuscripts  will  be 
acknowledged  and  unused  manuscripts  returned.  Accepted 
manuscri[)ts  become  the  permanent  property  of  the 
JoiiKNAi.  and  may  not  be  reprinted  elsewhere  without  per- 
mission from  both  the  author  and  Connf.cticut  Medicine. 
The  author  is  responsible  for  all  statements  made  in  bis 
work,  including  changes  made  by  the  copy  editor. 

Material  printed  in  Connecticut  Medicine  is  covered  by 
(opyright. 

The  JouRNAi.  does  not  bold  itself  responsible  for  state- 
ments made  by  any  contributor. 

STYLE 

The  first  page  should  list  title,  the  author  (or  authors)  , 
degrees,  hospital  positions  and  any  institutional  or  other 
credits.  References  should  conform  to  the  usual  style  of 
the  Journal  (listing  name  and  initials  of  author,  title  of 
article,  journal,  volume  number,  first  and  last  pages  ami 
year)  , and  should  be  cited  numerically  in  the  order  in 
which  they  appear  in  the  text;  the  number  shoukl  be 
limited  to  the  absolute  minimum. 

LENGTH  OF  ARTICLES 

Ordinary  articles  sbould  not  exceed  3,000  words  (ap- 
proximately 3 printed  pages)  . Under  exceptional  circum- 
stances only  will  articles  of  more  than  4,000  words  be 
publisbed. 

ILLUSTRATIONS 

Illustrations  should  be  numbered  consecutively  and  indi- 
cated in  tbe  text.  The  number,  indication  of  the  top,  and 
the  author’s  name  should  be  attached  to  the  back  of  each 
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Factors  In  the  Formation 
Of  The  Red  Thrombus 

It  is  now  recognized  that  pulmonary  emboliza- 
tion occurs  much  more  frequently  than  its  clinical 
recognition  would  lead  us  to  believe.  In  fact  some 
instances  of  relatively  massive  pulmonary  emboliza- 
tion occur  without  it  being  suspected  by  the  physi- 
cian.^ Since  pulmonary  emboli  arise  on  the  venous 
side  and  have  the  characteristics  of  a red  thrombus 
(except  in  the  rare  instances  of  fat  emboli)  it  is 
pertinent  to  consider  its  pathological  structure  as 
well  as  the  factors  that  lead  to  its  lormation. 

The  red  thrombus  formed  in  vivo  resembles  the 
blood  clot  formed  in  vitro.  It  consists  of  a mesh- 
work  of  red  cells  and  fibrin  in  which  platelets  are 
trapped  in  random  fashion.  Also  significant  is  the 
fact  that  the  red  thrombus  forms  most  frequently 
in  areas  of  retarded  blood  flow,  in  which  the  wall 
of  the  blood  vessel  may  be  entirely  normal.  One 
idea  about  the  primary  factor  that  leads  to  forma- 
tion of  a red  thrombus  is  the  activation  of  the  in- 
trinsic coagulation  mechanism,  a sort  of  transient 
local  hypercoagulability.-  What  seems  not  clear  at 
this  time  is  the  nature  of  the  stimuli  that  spon- 
taneously activate  the  intrinsic  coagulation  mechan- 
ism. Do  they  arise  in  the  general  circulation,  or 
only  locally  in  areas  that  are  predisposed  to  throm- 
bosis? One  thing  is  known  namely  that  stasis  is 
necessary  for  the  red  thrombus  to  form. 

Stasis  provides  two  functions:  it  prevents  dilu- 
tion of  activated  blood  coagulation  factors  by  blood 
flow  and  it  also  prevents  the  clearance  of  activated 
blood  coagulation  factors  by  hepatic  mechanisms. 
Not  surprisingly  therefore,  the  red  thrombus  is 
found  almost  exclusively  in  the  venous  circulation. 
When  it  is  formed  in  the  arterial  circulation,  it  is 


present  as  a propagating  red  tail  that  forms  distally 
behind  an  occlusive  lesion.  It  then  grows  and  ex- 
tends up  a static  column  of  blood  until  it  reaches 
a point  of  entrance  of  a collateral  vessel. 

Stasis  alone  seems  not  to  be  sufficient  to  cause  a 
red  thrombus  to  form.  In  laboratory  animals  a 
red  thrombus  will  not  form  unless  the  intrinsic 
blood  clotting  system  is  activated  as  well,  much  as 
occurs  in  disseminated  venous  thrombosis.  The 
view  that  stasis  alone  will  not  lead  to  red  thrombus 
formation  is  supported  by  the  speed  with  which  a 
red  thrombus  can  form.  A massive  red  thrombus 
can  form  within  ten  minutes  if  the  stimulus  for 
activation  of  the  intrinsic  coagulation  system  is 
sufficiently  intense.^  We  also  know  when  we  sit 
with  legs  dependent  or  crossed  that  profound  stasis 
does  occur  and  this  stasis  may  remain  for  hours 
without  thrombi  forming.  However  in  such  a posi- 
tion in  the  jrresence  of  a sufficient  stimulus  (here  is 
plenty  of  time  for  a red  thrombus  to  form. 

It  is  this  knowledge  of  the  factors  involved  in 
red  thrombus  formation  that  explains  the  efficacy 
of  anticoagulation  therapy.  A red  thrombus  arises 
primarily  from  alterations  within  the  blood  clotting 
system  itself.  One  might  therefore  expect  that  anti- 
coagulants by  retarding  intravascular  clotting 
would  be  effective  in  the  prevention  of  red  throm- 
bus formation.  This  certainly  has  been  shown  to  be 
true  in  carefully  controlled  clinical  studies. 

L.H.N. 
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- THE  COVER  — 

ALTHOUGH  he  had  already  won  the  Nobel  Prize  in  Medicine  for  his  work 
in  immunity,  Paul  Ehrlich  (1854-1915)  is  most  known  for  his  discovery  of  the 
“magic  bullet”— .Salvarsan  (606).  Perhaps  more  significant  than  the  compound 
itself  was  the  demonstration  of  the  value  of  the  application  of  rational  bio- 
chemical principles  in  the  search  for  antimicrobials.  Though  he  coined  the  term 
chemotherapy  in  reference  to  the  treatment  of  infectious  processes  with  drugs, 
this  term  and  similar  principles  have  now  been  applied  to  the  search  lor  effective 
antineoplastic  agents. 
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The  Accident  And  The  Injury 

Injuries  Iroin  nioloi  vcliicle  aeeideiils  arc  llic 
primary  cause  ol  clealli  In'tweeu  live  aiul  iweuty- 
lour  years  ol  age  ami  il  is  a rare  week  llial  does  not 
hriiig  to  the  medical  extimiuers  oHice  iu  any  huge 
city  severttl  young  people  whose  lives  have  been 
ended  :is  a residl  ol  such  aceideuts.  laiougo'  has 
pointed  out  th;it  since  the  advent  ol  the  automobile 
until  I9(')()  more  than  1,5()0,(KH)  people  have  Icjst 
their  lives  Iroin  injuries  resultitig  Irom  motor 
vehicle  accidents  and  hundreds  ol  millions  have 
been  injured  and  billions  ol  dollars  worth  ol 
property  have  been  lost. 

Ralph  Nader’s  crusade  against  the  giant  :iuto- 
mobile  industry  residted  in  lederal  legislatioti  and 
a getieral  public  awaretiess  that  much  more  could 
be  clone  to  provide  saler  vehicles.  However  the  road 
to  saler  cars  will  not  be  an  easy  one,  since  the  de- 
mands ol  the  powerlul  automobile  itichtstry  has 
lorced  signilicant  compromises  in  the  standards 
originally  proposed  by  the  National  1 raHic  .Salety 
.Agency  headed  by  Doctor  William  Hacldon.  A 
major  reason  lor  the  compromises  Luongo  points 
out  was  the  need  to  lessen  the  stumbling  block  that 
the  proposal  placed  in  the  way  ol  internatiotial 
trade  and  tarill  negotiations.^  In  other  words  na- 
tional and  international  lorces  interested  only  in 
profit  are  standing  in  the  way  ol  legislation  that 
places  a premium  oti  aittomobile  salety  and  hum;in 
wellare. 

I’here  has  been  iti  recent  years  an  awakening  in- 
terest on  the  part  ol  the  medical  and  legal  proles- 
sion  in  the  study  and  prevention  ol  traumatic  in- 
jury. Now  as  prevention  and  care  ol  iidectious  and 
degenerative  diseases  is  beccuuing  more  possible, 
trautna  looms  larger  as  an  area  ol  medical  concern. 
It  is  time  lor  us  to  look  at  automobile  latalities 
and  injuries  as  a pathologic  entity  to  determine 
their  etiology  and  secjuelae  in  order  to  unclerlake 
ajipropriate  preventive  measures. 

Until  recently  research  into  automobile  accidents 
has  been  carried  out  largely  in  a haphazard  man- 
ner. The  car,  the  driver,  the  highway  in  turn  were 
scrutinized  lor  the  key  to  the  automobile-accident 
syndrome.  The  time  is  now  lor  us  to  study  auto- 
mobile accidents  in  a total  sense  and  to  do  so  with 
an  a|rproach  that  involves  many  disci])line.  Alan 
Nahum  at  U.C.L.A.  has  been  studying  the  causes 
ol  injury  to  motorists  in  automoljile  collisions  with 
the  aid  ol  physicians,  engineers  and  photogra])hers. 
They  conduct  a detailed  examination  of  all  persons 
injured  in  selected  traffic  accidents.  I'hey  have  ar- 
rived at  a description  ol  the  accident  and  how  the 
injuries  occurred. 

The  majority  ol  injuries  they  found  are  sus- 
tained while  passengers  are  inside  the  car.  Being 


ejected  from  the  vehicle  is  almost  always  more 
dangerous  than  remaining  inside.  11  the  motorist 
cabin  remains  intact,  most  ol  the  injuries  sirs- 
taiiic'd  inside  the  vehicle  could  l>e  ])ieventecl.  But 
remaining  inside,  the  pas,senger  injuries  are  due  to 
collision  with  some  area  inside  the  vehicle,  d'he 
causative  agents  inside  the  vehicle  in  the  order  of 
importance  were  the  steering  wheel  and  column, 
the  instrument  panel,  the  windshield,  the  doors 
and  the  .A  post,  a support  between  the  windshield 
and  door,  and  finally  the  roof  over  the  windshield. 

There  has  been  much  cliscu.ssion  about  the  vir- 
tues and  dangers  ol  small  cars.  Nahum  and  his 
group  found  small  cars  inherently  unsafe,  because 
ol  decreased  structural  strength,  less  room  lor  mo- 
tion of  passengers  before  striking  the  interior  dur- 
ing a collision  and  the  unecjual  collision  with  a 
large  car  in  which  the  small  car  is  apt  to  fare  poor- 
ly and  fail  to  protect  its  occupants. 

d'he  research  underway  at  U.U.L..A.  has  revealed 
that  man  can  withstand  large  collision  lorces  if  he 
is  wearing  proper  restraining  devices  but  that  lew 
people  avail  themselves  of  them  even  il  they  are 
available  in  the  car.  The  problem  then  is  to  con- 
vince the  motoring  pid)lic  ol  the  value  ol  these  re- 
straints. They  have  urged  also  modification  of 
vehicle  design  by  strengthening  the  protective  shell 
of  the  motorist  compartment  and  modifying  such 
lethal  areas  as  steering  wheel  and  column  and 
other  surfaces  which  are  within  striking  range  ol 
the  “involuntary  acrobatics  forced  upon  motorists 
by  collision  forces.” 

The  Boston  University  Law-Medicine  Institute 
has  also  initiated  a pilot  study  of  single  car  fatal- 
ities in  the  meropolitan  Boston  area  also  with  an 
interdisciplinary  team.  All  facets  of  the  accident  are 
being  studied  in  an  effort  to  ascertain  the  cause 
ol  the  “first  collision”  that  is  lor  example  whether 
there  was  a persisting  medical  or  psychiatric  con- 
dition that  could  have  caused  the  accident.  Also 
whether  there  was  a mechanical  delect  that  was  a 
causal  factor,  or  whether  there  was  a defect  in 
highway  maintenance  or  highway  safety.  Finally 
whether  alcohol  or  drugs  contriltuted  to  the  acci- 
dent. 

Once  these  questions  were  thoroughly  investi- 
gated, then  the  injuries  sustained  by  the  car  occu- 
})ants  are  carefully  studied.  \\di;it  was  the  actual 
cause  ol  death,  which  portion  ol  the  vehicle  did  the 
deceased  strike?  Was  he  ejected  from  the  vehicle 
and  what  would  have  been  the  elfect  ol  restraining 
devices?  Could  a design  change  such  as  a collapsible 
steering  wheel  have  prevented  the  death;  do  the 
collajrsible  steering  wheels  really  collapse?  Finally 
they  are  investigating  what  kind  of  emergency  aid 
the  victim  received  and  whether  a more  efficient 
emergency  system  could  have  saved  his  life. 
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It  is  clear  enough  that  the  change  in  car  design 
will  be  slow  in  coming  and  that  the  avoidance  of 
accidents  will  also  be  a long  drawn  out  task,  where- 
as the  immediate  question  of  how  to  reduce  the 
severity  of  injuries  sustained  already  has  answers. 
Nahum’s  studies  clearly  show  that  more  than  half 
of  the  present  number  of  deaths  and  injuries  could 
be  prevented  by  proper  restraining  devices  during 
a collision  and  appropriate  modifications  of  vehicle 
design.  It  may  be  impossible  to  obtain  any  signifi- 
cant decrease  in  traffic  accidents  in  the  near  future. 
Let  us  work  on  reductions  of  injuries  to  passengers 
by  the  means  already  known  and  available.  The 
changes  in  car  design  necessary  to  reduce  injuries 
are  already  known.  Those  who  have  resisted  intro- 
ducing them  into  car  structure  because  they  put 
the  profit  motive  ahead  of  human  welfare  must 
bear  a heavy  responsibility  for  the  continuing 
death  and  injuries  resulting  from  automobile  acci- 
dents. But  the  passengers  who  do  not  use  adequate 
restraining  devices  are  also  contributing  heavily  to 
the  mounting  injuries  and  death  toll  on  the  high- 
ways. 

L.H.N. 
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More  On  Interferon 

Professor  Andre  Lwoff,  a Nobel  Laureate,  has 
reviewed  all  the  findings  with  regard  to  what  slops 
a virus  infection  and  concluded  that  there  are  three 
factcns  other  than  antibodies  that  are  implicated: 
elevated  temperature,  low  tissue  pH.  and  inter- 
feron production.  Isaacs  and  Linderman,i  in  1956, 
first  demonstrated  a soluble  material  they  termed 
interferon  which  stops  a viral  infection.  As  a result 
of  this  classic  study  a great  deal  of  investigation  has 
been  carried  out  which  led  to  isolation,  production 
and  characterization  of  this  important  material.- 

It  has  been  known  for  over  thirty  years  that  in- 
fection with  one  virus  interferes  with  the  growth 
of  a second  one.  For  example  as  far  back  as  1803, 
Erasmus  Darwin  noted  that  vaccinating  a child 
against  smallpox  will  not  take  if  the  child  is  suffer- 
ing from  measles.  In  fact  the  vaccination  can  only 
take  after  nine  to  eleven  days  when,  as  we  know 
now,  circulating  interferon  no  longer  occurs. 

Interferon  seems  to  be  active  against  a wide 
variety  of  viruses  of  both  RNA  and  DNA  types. 
In  addition  to  the  action  of  interferon  locally  in 
the  control  of  growth  of  virus  in  an  infected  tissue 
of  the  body,  it  seems  likely  that  circulating  inter- 
feron can  act  at  a distant  site  to  protect  against 


the  spread  of  virus  infection.  Recent  studies  have 
shown  that  interferon  if  given  prophylactically  is 
active  against  certain  of  the  oncogenic  viruses  in- 
cluding those  that  cause  leukemia  in  mice  and 
tumors  in  hamsters.  Once  the  oncogenic  virus  has 
subverted  the  machinery  of  the  cell  then  inter- 
feron is  ineffective  against  the  tumor. 

Merigan-  has  been  able  to  purify  interferon  and 
found  it  to  be  a neutrally  charged  protein  with  a 
molecular  weight  of  20,000  to  30,000.  As  a result 
of  this  achievement  several  experiments  on  viruses 
became  possible.  Interferon  is  now  known  to  be 
produced  in  a wide  variety  of  animals  from  fish  to 
man.  It  appears  to  be  })roduced  in  virus  target  or- 
gans but  also  in  the  reticuloendothelial  cells  and 
in  the  spleen  and  leucocyte. 

Merigan  and  his  co-workers  have  learned  that 
not  only  viruses  can  produce  interferon  but  also 
non-viral  agents  such  as  extracts  of  living  material 
and  higher  organisms.  The  largest  agent  yet  known 
to  induce  interferon  is  the  intracellular  protozoan 
toxoplasma.  In  the  search  for  inducers  of  endo- 
genous interferon,  many  macromolecular  fungal 
products  like  statolon  and  helenine  has  been  found 
effective  and  Regelson^  found  a synthetic  poly- 
saccharide of  1 7,000  molecular  weight  to  be  capable 
of  inducing  circulating  anti-viral  activity  in  the 
mouse.  Work  along  such  lines  may  open  the  path 
to  control  of  viral  infections  as  we  now  control 
bacterial  infections  by  antibiotics. 

Interferon  has  a high  potency  of  anti-viral  action. 
Apparently  the  same  virus  can  produce  different 
interferons  depending  upon  which  type  of  animal 
cell  it  infects.  But  multiple  viruses  can  produce  the 
same  type  of  interferon  if  they  infect  the  same  ani- 
mal species.  Not  only  is  it  effective  against  virus 
but  also  against  a member  of  a group  of  intra- 
cellular parasites  such  as  psittacosis,  lymphogranu- 
loma venereum  and  also  against  trachoma  agents. 

It  is  interesting  that  interferon  has  no  measur- 
able effect  on  the  host  cell  in  any  of  its  biosynthetic 
functions  such  as  synthesis  of  DNA,  RNA  and  pro- 
tein. Interferon  containing  cells  divide  at  a normal 
rate  and  antibody  synthesis  is  not  impaired  after 
treatment  with  interferon.  It  appears  there  is  no 
signihcant  net  absorption  of  interferon  onto  or  into 
cells.  It  is  exclusively  an  intracellular  product. 

An  interferon  protected  cell  does  not  prevent 
absorption  and  penetration  of  a virus  into  it.  The 
uncoating  activity— stripping  the  protein  overcoat 
from  viruses  takes  place,  but  there  is  a lack  of 
formation  of  the  viral  specific  polysome  and  this 
prevents  the  synthesis  of  viral-coded  protein.  No 
infectious  viral  particles— virions  are  formed  or  re- 
leased. In  aborting  the  virus  multiplication  and 
preventing  its  spread  to  the  healthy  uninfected 
neighboring  cells,  the  invaded  cell  is  sacrificed  and 
dies. 
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Ill  humans,  iiUeileron  can  be  produced  in  vitro 
and  is  found  in  invo  in  serum  and  other  liody 
secretions  after  natural  as  well  as  live  viral-vaccine 
infei  lions.  Persons  infected  with  mumps  show 
interferon  in  the  blood  lor  three  to  four  days  alter 
the  onset  of  symptoms  and  its  appearance  seems  to 
parallel  the  associated  fever  which  represents  the 
time  of  greatest  viral  tissue  invasion  and  replica- 
tion. However  it  has  a short-half-life  in  the  blood 
stream.  In  animal  studies  Merigan  found  much 
greater  (piantities  are  being  poured  into  the  circu- 
hition  than  is  reflected  in  the  serum  level. 

.\l  present  human  interferon  is  being  studied  for 
two  practical  ap|)lications.  One  is  to  attenuate  viral 
strains  without  reducing  their  immunologic  action 
in  the  prc|)aration  of  live  virus  \accines.  It  has 
been  done  by  serial  passages  with  rubella  and  has 
been  suggested  lor  polio,  mumps  and  hoof-mouth 
disease.  second  practical  application  of  our 
knowledge  about  interferon  is  in  the  control  of 
clinical  viral  infection  in  man. 

Locally  applied  monkey  interferon  is  active 
against  viruses  in  human  cornea  and  the  skin,  but 
not  against  virus  infections  of  the  upper  respiratory 
tract.  In  systemic  rather  than  local  virus  infections 
the  movement  is  toward  administration  of  exogen- 
ously j)iepared  human  interferon  and  stimulation 
of  endogenous  interferon  production.  Exogenous 
interferon  in  man,  Merigan  points  out,  will  require 
large  quantities  and  the  protection  will  be  of  rela- 
tively short  duration  because  of  the  short  half-life 
of  interferon.  Purified  interferon  seems  still  to  be 
a long  way  off. 

It  is  jiossihle  that  there  exist  in  some  patients  de- 
fects in  interferon  production.  I'his  may  underlie 
the  occasionally  severe  cases  of  vaccinia  grangrenosa 
or  other  viral  infections  in  patients  with  tumors  or 
those  on  corticosteroid  therapy. 

d'here  are  already  some  anti-viral  agents.  One 
such  is  hetathiosemi-carhazonc  :md  the  cpiestion 
may  well  he  asked  whether  this  chemical  acts  like 
interferon  or  in  some  other  way.  Merigan  believes 
the  mechanism  of  action  is  dillerent  because  it  pre- 
vents virus  replication  without  destroying  the 
polyribosomes  and  therefore  without  sacrifice  of 
the  invaded  cell. 

L.ll.N. 

References 

1.  Isaacs,  ,\.  and  Lindcrman,  J.;  \’inis  interference  1.  Inter- 
feron. I’rac.  Royal  Soc.,  London  S B,  H7:  258,  1956. 

2.  .Merigan,  T.  C.:  Interferons  of  mice  and  men.  New  Engl. 
).  .Med.,  276:  913,  April  20,  1967. 

3.  Regel.son,  Brevention  and  lie;ilmenl  of  I riend  I.iii- 
kemia  \'irns  infection  l>y  interferon  inducing  syntlietic  poly- 
mers. In  I’roceeclings  of  tlie  International  .Symposinm  on 
.Vtlicrosclerosis  and  Reticuloendothelial  systems,  (in  press) 


A Peptide  Inhibitor  Of  Calcification 

.\  study  of  the  solubility  of  calcium  and  ortho- 
lihosphate  reveals  that  normal  serum  is  super- 
saturated with  these  ions.  So  are  the  extra  cellular 
fluids  with  respect  to  hydroxyapatite.  I'his  is  the 
form  in  which  crystalline  salts  of  calcium  are  in- 
variably deposited  in  mammalian  tissues.  Normally 
this  occurs  in  a controlled  fashion  at  tissue  sites 
Stull  as  hones,  teeth  and  cartilage.  Only  under 
pathological  circumstances  are  the  same  salts  de- 
posited in  degenerated  tissues  and  in  extracorporeal 
tireas  such  as  the  urinary  and  biliary  tracts.  How- 
ever since  the  normal  serum  is  super-saturated  with 
calcium  and  phosphorus  ions  the  (juestion  is  why 
are  there  so  few  instances  of  pathological  calcifica- 
tion.’' Indeed  why  do  not  all  tissues  calcify  and  turn 
into  “pillars  of  stone.”  d here  must  be  a substance 
which  prevents  the  catastrophes  which  would 
otherwise  result  from  calcium  deposition  in  the 
normal  state. 

Howard  et  al'^  were  led  to  raise  this  question  be- 
cause the  urine  almost  invariably  contains  a far 
higher  product  of  calcium  x phosphorus  than  is 
required  by  Kramer’s-  rule  for  hydroxyapatite  de- 
position, and  yet  only  a very  small  majority  of  in- 
dividuals actually  develop  calcific  urinary  calculi. 
They  found  in  fact  no  tlifference  in  Kramer’s  rule 
between  normal  and  stone  forming  persons.  I’lie 
thought  jiresents  itself  that  perhaps  there  is  present 
in  body  fluids  and  urine  a substance  that  prevents 
calcium  deposition,  in  other  words  an  inhibitor  of 
calcification.  If  so  it  would  offer  a clue  towards  an 
explanation  of  some  previously  enigmatic  questions 
relating  to  biologic  calcification.  It  might  also  shed 
light  on  the  mechanism  whereby  large  (juantities 
of  calcium  and  phosphorus  can  traverse  cells  with- 
out serious  impairment  of  their  function. 

.\s  a test  object  to  determining  the  calcifying 
potential  of  a solution,  they  used  ricketic  cartilage. 
In  normal  urines  the  ricketic  cartilage  failed  to 
calcify  whereas  the  urine  of  stone  formers  induced 
calcification.  By  a variety  of  experiments  they 
eliminated  the  possibility  that  it  was  magnesium 
concentrations  that  were  involved  and  accordingly 
were  led  to  seek  for  another  sulislance.  By  a scries 
of  beautiful  biochemical  procedures  they  arrived 
at  the  isolation  of  an  inhiliitory  factor,  a urinary 
peptide  which  was  also  isolated  from  the  plasma  as 
well. 

Once  isolated  and  purified  they  found  its  action 
so  potent  that  as  little  as  three  micrograms  of  the 
jnirified  inhibitor  prevented  the  reaction  of  calcium 
and  phos])hate  to  form  hydroxyapatite,  and  also 
prevented  the  appearaiue  of  crystals,  .\ppaicntly 
the  peptide  inhibitor  is  more  potent  against  crystal 
formation  without  cartilage  than  with  it.  This 
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could  explain  why  we  don't  turn  to  stone  and  why 
we  rarely  lorni  calcium  stones  in  the  urine. 

We  are  fortunate  that  the  inhibitor  is  more  ac- 
tive in  solutions  than  in  cartilage,  but  tvhy  it  is 
less  active  in  cartilage  is  not  clear.  Perhaps  there 
are  already  present  hydroxyapatite  crystals  in  the 
cartilage  and  they  might  presumably  stimidate 
some  crystallization  from  the  solution.  Perhaps 
some  of  the  added  inhibitor  becomes  bound  to  un- 
reactive sites  of  the  cartilage  or  bone. 

The  presence  of  a component  in  plasma  which 
also  possesses  the  ability  to  prevent  the  formation 
of  hydroxyapatite  crystals  from  super-saturated  so- 
lution of  calcium  and  phc«phorus  ions  provides  for 
the  first  time  an  experimental  approach  that  should 
lead  to  clarification  of  the  elements  in  the  control 
mechanisms  of  endochondral  calcification.  It  should 
lead  us  to  a clearer  understanding  of  the  factors  in- 
volved in  spontaneous  calcium  phosphate  deposits 
in  degenerated  tissues,  the  urinary  tract  and  gall 
bladder. 

Most  of  the  inhibitory  potency  of  whole  urine 
can  be  accounted  for  by  two  similar  peptides  with 
a molecular  weight  of  580  to  950.  The  purified  in- 
hibitors contain  aspartic  acid,  glutamic  acid  and  a 
substituted  aminoterminal  residue.  There  should 
be  very  little  difficidty  in  synthesizing  a peptide  of 
such  low  molecidar  weight  once  the  structure  of 
the  peptide  here  described  is  identified.  We  also  re- 
quire to  learn  the  tissue  source  of  the  peptides  and 
finally  its  physiologic  role.  We  may  look  forward 
to  speedy  answers  to  these  questions. 

L.H.N. 
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Clinical  Factors  Influencing 
Drug  Susceptibility 

The  desire  to  take  medicitie  is  one  feature 
which  distinguishes  man  front  his  fellow  crea- 
tures.—Sir  William  Osier. 

Two  hundred  years  ago  when  there  were  hardly 
any  drugs  Sydenham  complained  “we  are  over- 
whelmed as  it  is  with  an  infinite  abundance  of 
medicaments  and  here  they  add  a new  one.”  What 
would  he  say  today  when  drugs  are  available  in  the 
hundreds  and  patients  are  receiving  many  drugs 
at  one  time,  one  of  Smith’s'  ptttients  having  re- 
ceived ;is  many  as  ?)1  dillerent  drugs  at  one  time. 
The  retil  astonishment  is  that  under  these  circum- 


stances there  are  so  few  reactions  to  the  new  potent 
pharmaceuticals  rather  than  so  many,  although  an 
incidence  of  almost  1 1 per  cent  bears  close  scrutiny. 

Adverse  pharmacologic  effects  or  alfergic  reac- 
tions prcaduced  by  drugs  are  obviously  determined 
by  two  varialdes— Drug  and  Human.  Some  of  the 
personal  car  clinical  variables  and  factors  inlluencing 
drug  effects  are  known,  but  what  we  woidd  like  to 
be  aide  to  do  is  to  predict  which  patients  are  most 
likely  to  have  adverse  reactions  alter  administration 
of  a drug  or  combination  of  drugs,  in  short  the 
epidemiological  personal  varialde  or  c linical  factors 
which  may  be  responsible  for  predisposition  to  the 
untoward  effects  of  drugs. 

Sydenham  to  the  contrary,  in  the  early  days  the 
physician  had  little  in  the  way  of  elfective  drugs. 
His  ability  to  treat  disease  was  essentially  limited 
to  cjuinine,  mercury  for  syphilis,  digitalis  and  mor- 
phine. The  other  non-specific  drugs  he  used  gen- 
erally were  ncjt  hazardous.  Now  as  then  there  is  in:) 
drug  that  is  absolutely  safe  and  in  general  the  more 
potent  and  complex  a drug  becomes  the  greater  be- 
come the  hazards  in  its  use.  Obviously  we  must 
balance  oft  against  these  greater  hazards,  the  greater 
advantages  ol  a drug  in  saving  life,  in  shortening 
illness  and  disability  and  promoting  good  health. 
Clearly,  it  is  our  respcjiisibility  as  physicians  to  use 
drugs  with  discretion,  to  abstain  Irom  using  potent 
and  hazardous  drugs  for  trivial  conditions.  But  we 
must  also  know  how  to  avoid  some  of  the  pitfalls 
involved  in  using  drugs  in  the  clinical  situation. 

Smith,  Seicll  and  Cluft  surveyed  900  hospitalized 
medical  patients  over  a one  year  period  for  adverse 
drug  reactions.  As  might  be  expected  reactions 
tvere  most  common  in  patients  with  serious  illness 
tvho  received  many  drugs  at  one  time.  The  overall 
adverse  reactions  found  were  about  11  per  cent,  but 
as  the  number  of  drugs  reached  II  to  12  the  ad- 
verse reactions  grew  in  number  also.  One  patient 
who  had  five  different  reactions  received  37  dif- 
ferent drugs!  do  be  sure  the  most  severely  ill  pa- 
tients required  and  received  the  most  drugs  and  ac- 
cordingly had  drug  reactions  more  frequently. 

Diuretics  were  not  incriminated  in  reactions  in 
patients  receiving  less  than  11  drugs  and  intihyper- 
tensives  and  opiates  were  incriminated  in  reactions 
only  in  patients  receiving  more  than  11  drugs.  It 
didn't  seem  to  be  due  to  any  particular  combin- 
ation of  drugs  and  this  should  be  further  investi- 
gatetl. 

Four  patients  developed  gastrointestinal  reac- 
tions to  magnesium  and  aluminum  hydroxide  but 
they  received  more  than  16  drugs!  On  the  other 
hand  reactions  to  digoxin  remained  unchanged 
whether  the  patients  received  1 or  16  drugs. 

The  overall  rate  of  adverse  drug  reactions  were 
significantly  increased  in  patients  Avith  abnormal 
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when  he  juet  can’t  sleep 

Tuinaf 


One-Half  Sodium  Amobarbital  and 
One-Half  Sodium  Secobarbit:al 
supplied  in  1%,  and  3-grain  Pulvules® 


Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
asleep  all  night. 

Indications:  Tuinal,  comprised  of  equal  parts  of  Seconal® 
Sodium  (sodium  secobarbital,  Lilly)  and  Amytal®  Sodium 
(sodium  amobarbital,  Lilly],  is  indicated  for  prompt  and 
moderately  long-acting  hypnosis.  Not  suitable  for  con- 
tinuous daytime  sedation. 

Contraindications : Barbiturates  should  not  be  adminis- 
tered to  anyone  with  a history  of  porphyria,  nor  should 
they  be  given  in  the  presence  of  uncontrolled  pain,  be- 
cause excitement  may  result. 

Warning:  May  be  habit-forming. 

Precautions:  Tuinal  should  be  used  cautiously  in  pa- 


tients with  decreased  liver  function,  since  prolongation 
of  effect  may  occur. 

Adverse  Reactions:  Idiosyncrasy,  such  as  excitement, 
hangover,  or  pain,  may  appear.  Hypersensitivity  reac- 
tions occur  in  some  patients,  especially  in  those  with 
asthma,  urticaria,  or  angioneurotic  edema. 

^ Dosage:  1 (4  to  3 grains  at  bedtime. 


Additional  information  available  to  physicians  upon  request. 
Eli  Lilly  and  Company  • Indianapolis,  Indiana  46206 
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renal  luiulion.  I his,  however,  applied  only  lo  cer- 
tain groups  ol  (lings  such  as  iraiujiiilli/ers  and 
dinrelies  bnt  not  lo  digoxin  or  plienohtniiilal.  It  is 
possible  ibal  sndi  patients  have  diniinisbed  rentd 
l)lood  How  and  cannot  excrete  retidily  lioni  the  dis- 
t;d  tnlndes  drugs  conjugated  in  the  liver. 

It  is  interesting  that  :is  liver  Iniution  decreased 
only  (eittiin  drugs  stub  as  sed;iti\es  ;nid  trtnupiil- 
li/ers  showed  live  times  more  ding  retidion  than 
did  ptitients  with  norm.il  liver  liinclion.  I bis  prob- 
ablv  is  bet  anse  sm  li  |)atients  are  nnaltle  to  detoxily 
drugs  adetpiately  liy  ( onjiigalion  with  gbunronii 
acid  in  tlie  liver  due  to  iinjiairment  ol  the  eii/yme 
gbicnronly-translerase. 

,\s  might  be  expected  there  was  a slight  iiurease 
ol  allergic  reactions  in  atopic  ptitients.  Hut  there 
was  a large  incretise  ol  allergic  reactions  in  ptilienls 
with  gastrointestinal  ailments  and  most  were  due  to 
b.n bilnrates,  me])robamate  ;tntl  amitryptiline.  Re- 
actions were  also  more  common  nj)  to  D.5  jter  cent 
in  patients  siiilering  Ircmi  inlections  as  compared 
to  1-5  per  cent  ol  jjatients  without  inlections. 
Nnmerotis  agents  were  incriminated,  10  retictions 
to  antibiotics,  three  ont  ol  loin  retictions  to  mor- 
phine and  codeine  in  the  lorm  ol  apnoea,  nrti- 
cariti,  macnlopa[)iilar  rashes.  Allergic  reactions 
were  also  more  common  in  jiatients  siiilering  horn 
inlections  not  cine  to  the  antimicrobial  agents 
alone  nor  to  tibnormal  renal  liiiution.  Probably 
this  occiirred  bectiiise  ol  the  large  number  ol  drugs 
— 11— tlnit  these  patients  received. 

When  considering  the  specific  chugs  inc rimintited 
we  find  the  whole  spectrum  ol  drugs  employed  al- 
though such  drugs  as  barbiturates,  meinobamate, 
cocleitie,  penicillin,  and  thia/icle  diuretics  were 
loiiiul  most  Irecpiently  associated  with  allergic  re- 
actions. Two  deaths,  one  Irom  agranulocytosis  ;ind 
sepsis  was  attributed  lo  cyclophosjthamide  and  an- 
other cltte  to  central  nervons  system  deine-ssion 
Wits  attributed  to  a condtination  ol  librium  and 
phenobai  bital.  It  also  appeared  as  tbough  nercons 
system  depressants  weie  more  toxic  ;it  high  lemjier- 
atures. 

Smith’s  St  tidy  gives  us  some  indication  on  the  re- 
lation between  drugs  atul  diseases  ;ts  to  the  likeli- 
hood ol  drug  reactions.  It  points  up  the  need  lor 
physicians  to  realize  the  likelihood  ol  a drug  jno- 
chicing  a reaction  in  various  disease  slates,  in  vari- 
ous combinations  ol  drugs  and  most  importantly 
to  the  relation  to  the  number  ol  chugs  being  eni- 
ploved  at  any  one  time. 

L.H.X. 
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Naturally  Occurring  Toxicants 
In  Foods 

W’e  should  be  more  aware  and  pay  more  atten- 
tion to  the  variety  ol  substances  present  in  loocl- 
stiills.  riiere  are  notv  large  numbeis  ol  extraneous 
substances  in  loocls  such  as  pesticide  residues,  as 
tvell  as  lood  additives.  Hut  we  must  not  overlook 
those  snbstances  that  are  nalnrally  present  in  loocls. 
W'e  must  bear  in  mind  that  there  are  three  ranges 
ol  intake  lor  every  substance.  One  is  associated  with 
jihysiologic al  inertness,  a second  with  jihysiologic al 
lunction  or  beneht,  but  also  a third  with  potential 
haztird,  lor  it  has  been  recognized  since  the  dawn 
ol  history  that  there  are  naturally  occurring  toxic 
substances  in  vaiious  plant  .and  animal  products. 

.V  lew  plants  which  contain  ptirticularly  toxic 
comjioimds  have  phai  intuologic  al  inoperties  nse- 
lul  in  treating  disease,  d'his  is  how  early  therapeu- 
tic medicine  was  esltiblished  on  an  empirical  basis. 
.\Iocleni  medicine  and  phai  imtcology  still  devote 
consiclei able  allenlion  lo  those  plants  that  contain 
physiologically  active  substances  such  as  digitalis 
jmipurea  and  Rauwolha  serjienlinti.  riius  roots  ol 
this  latter  substance  were  used  as  a hypotensive 
agent  in  India  lor  many  years  before  it  received 
widespread  recognition  in  other  parts  of  the  world. 

The  literature  m this  country  rehiting  to  posion- 
otis  plants  increased  tremendously  between  188-1- 
1900.-  riiis  was  a period  ol  rapid  western  expan- 
sion ol  agiiculture  which  brought  man  and  his 
livestock  in  contact  with  many  new  plants,  d he  re- 
ports ol  toxicity  during  this  period  dealt  mostly 
evith  farm  animals  and  dealt  with  “loco”  poisoning, 
crotalism,  the  toxicity  ol  sorghums,  lupines,  castor 
bean  and  bittersweet. 

Mikelson  and  5oung  point  out  the  dillicnlty  ol 
presenting  such  a subject  as  naturally  occurring 
toxins  in  food.  Iclealiv  one  would  like  to  group  the 
toxic  substances  according  to  their  mode  of  action. 
It  is  probable  that  most  ol  the  toxic  substances  act 
as  iintimetabolites  even  though  we  ticj  not  as  yet 
know  exttc  tly  with  which  metabolites  they  interfere. 

I bis  is  not  true  lor  all  since  some  ;ne  normal  con- 
stituents and  are  poisonous  only  when  ingested  in 
excessice  amoinits.  For  example,  ordinarily  liver 
is  a highly  lecommended  lood  from  a nutritional 
point  ol  \ iew.  Hut  lit  er  Irom  polar  betirs  is  in- 
jurious. I he  toxicity  ol  this  food  was  known  to 
Fskimos  but  not  to  early  arctic  ex])lorers.  .Such  men 
developed  symjjtoms  which  were  later  shown  to  be 
itssotiaied  with  the  ingestion  ol  toxic  levels  ol 
\itamin 

I his  phenomenon  is  true  in  hirm  animals  who 
Irecpiently  consume  a large  tnnount  ol  a particular 
plant  Ol  one  ol  its  parts  lot  long  periods  ol  time. 

II  a toxic  substance  weie  piesent  in  the  leecl,  then 
symptoms  of  poisoning  might  develop.  I'his  may 
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FREE  YOUR  PATIENTS  from 
/ deficient  neutralization 
/ poor  taste 
/ burdensome  cost 


with  DICARBOSir  antacid 


■ effective  neutralizing  power -Two  tablets  in  vitro^, 
provide  nearly  2 hours’  relief  within  effective  pH 
range  3 to  5.5. 

■ pleasant  taste  — A fresh  mint  flavor  patients  con- 
tinue to  enjoy,  because  with  Dicarbosil’s  unique* 
formulation,  chalky  aftertaste  is  no  longer  a problem. 

■ exceptional  economy— Due  to  its  high  neutraliza- 
tion capacity  combined  with  low  cost  (10  or  less 
per  tablet),  Dicarbosil  is  within  the  reach  of  all 
patients. 
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When  eating  fads 
of  teens  or  tots 


Lead  to  a sudden 
case  of  “trots” 


Parepectolin  for  quick  relief  of  acute  diarrhea 
. . . soothes  colicky  pain  with  paregoric* 

. . . consolidates  fluid  stools  with  pectin 
. . . adsorbs  irritants  with  kaolin, 
and  protects  intestinal  mucosa 


In  children,  Parepectolin  may  be  used  to  control 
diarrhea  promptly  and  prevent  dehydration, 
until  etiology  has  been  determined.  In  some 
cases,  Parepectolin  may  be  all  the  therapy  nec- 
essary. 


Parepectolin 


Each  fluid  ounce  of  creamy  white  suspension  contains: 

^Paregoric  (equivalent)  ( 1.0  dram)  3.7  ml. 

Contains  opium  (14  grain)  15  mg.  per  fluid 
ounce. 

warning : may  be  habit  forming 

Pectin (2Vu  grains)  162  mg. 

Kaolin  (specially  purified)  ....  (85  grains)  5.5  Gm. 
( alcohol  0.69%) 

Usual  Children’s  Dose:  One  or  two  teaspoonfuls  three 
times  daily. 
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occur  even  though  tlie  toxic  siilistaiice  were  present 
in  concen (rat ions  siuli  that  a lower  or  intennitlent 
intake  ol  the  plant  would  prothue  no  ellett.  Mikel- 
s(tn  and  Voung  consider  only  a lew  ol  the  loods 
whose  consuinjjtion  is  asstttiated  with  teilain  toxic 
syinptoins,  especially  in  animals. 

Soybeans  when  properly  heated  provide  a pro- 
tein ol  high  biological  value  and  are  used  ex- 
tensively lor  both  human  lood  and  animal  Iced.  It 
was  Osboine  and  Mendel  who  recogni/ed  that  the 
giowth  piomoting  pioperty  ol  soybeans  was  greatly 
improvetl  Ijy  ((toking.  The  maxinuim  improvement 
in  the  jjrotein  eHiciency  ratio  occurred  when  the 
raw  soybean  meal  was  steamed  at  atmospheric  pres- 
stire  lor  30  mintites.  The  inhibition  to  growth  in 
the  raw  soybean  ration  is  dtie  to  the  presence  ol  a 
tiypsin  inhibitor  in  raw  soybeans  which  is  destroyed 
l)y  cooking.  It  apjjears  that  raw  soybeans  are  not 
unitpie  in  contaiinng  a antitryjjtic  stibstance  since 
a water  extract  ol  many  other  beans  also  contains 
it,  although  wheat  and  corn  are  devoid  ol  it.  It  is 
not  yet  clear  how  raw  soybeans  exert  their  growth 
depressing  ellects. 

Cottonseed  meal  also  has  a toxic  lactor  due  to  its 
content  ol  a yellow  pigment  gossypol.  The  symp- 
toms ol  toxicity  are  decreased  growth  rate,  gastro- 
enteritis and  hemorrhages.  Chicks  develop  anemia 
and  stop  laying  eggs,  or  il  small  amounts  ol  gossypol 
ate  piesent  the  yolks  are  discolored.  Animals  most 
.sensitive  to  gossypol  are  guinea  jugs,  rabbits,  swine, 
dogs.  Least  sensitive  are  rats  and  poultry. 

Btacken  tern  also  jtroduces  skin  hemorrhages  as 
well  as  in  the  internal  organs,  incoordination  and 
opisthotonus.  I here  has  been  numerous  outbreaks 
reported  in  cattle  and  horses  and  appears  to  be  dtie 
to  a thiaminase  which  destroys  this  important 
vitamin  in  the  gastro-intestinal  tract.  It  is  interest- 
ing that  dillerent  animals  tolerate  dilierent  amounts 
ol  bracken  lent. 

Linseed  meal  was  lound  to  have  a growth  inhi- 
biting substance  in  unheated  linseed  meal  coming 
mostly  Irom  the  cotyledons,  btit  none  in  the  mills 
isolated  Irom  the  flaxseed.  It  has  been  lotnid  to  be 
due  to  the  presence  ol  a pyridoxine  antagonist. 

C,ycad  is  an  especially  important  lood  which  when 
eaten  raw  catises  paralytic  symptoms  in  sheep  and 
cattle.  Natives  in  Ctiam  who  have  eaten  cycad 
stiller  Irom  amyotrophic  lateral  sclerosis  with  a 
piogiessive  incurable  jjaralysis  ol  the  e.xtreniities. 
'The  Guaniians  use  the  nuts  ol  the  cycad  both  as  an 
emergency  source  ol  lood  and  to  a lesser  extent  a 
regular  part  ol  their  diet.  Cycad  is  a jxdm-like  tree 
lliat  grows  in  many  tropical  and  subtrojneal  areas. 
The  stems  arc  5-6  inches  in  diameter.  'Lhe  natives 
long  ago  realized  that  the  kernels  are  toxic  and 
attempted  to  eliminate  the  toxic  stibstance  which 
turned  out  to  be  a glycoside,  by  soaking  the  cpiar- 
tered  kernels  in  water  lor  7-10  clays.  Alter  the  soak- 


ing process,  most  ol  the  toxic  substance  is  elimi- 
nated and  the  kerntds  are  sjiread  out  to  dry  in  the 
sun  and  ground  into  a line  powder  that  looks  and 
acts  like  wheat  Hour.  II  the  tvashing  is  inadecpiately 
jierlornied  the  toxic  substance  may  not  all  be 
washed  out  and  this  exjjlains  why  amyotrophic  la- 
teral .sclerosis  is  more  than  100  times  greater 
among  the  nati\es  on  Cuam  than  among  the  inha- 
bitants  ol  this  country  or  Kurojie. 

\\  ithin  the  last  lew  years  evidence  has  been 
presented  lor  the  existence  ol  a substance  in  cer- 
tain types  ol  raw  fish  which  interlercs  with  the 
alisorption  ol  iron.  Young  mink  when  led  a ration 
containing  large  amounts  ol  raw  coallish  become 
anemic  and  develop  a light-colored  tmderlur  and 
20-30  per  cent  died.  II  the  fish  were  boiled  jtrior  to 
its  incorjjoration  in  the  ration,  the  clifficultv  was 
easily  overcome.  Even  il  led  raw  fish,  the  anemia 
would  not  develop  il  iron  were  given  parenterally. 
T his  ol  course  means  that  the  ingested  raw  fish  in- 
terlered  with  iron  absorption.  The  substance  is  also 
jjiesent  in  whiting  and  in  much  higher  concentra- 
tions in  hoke. 

It  is  time  to  take  stock  ol  what  knowledge  we  have 
about  the  ellect  of  the  dietary  intake  not  only  ol 
the  nutrients  but  of  all  the  cjther  nuiltitudinous 
compcjnents  ol  loodstuffs,  on  the  way  animals  and 
man  respond  to  them.  Almost  every  biological  in- 
vestigation reejuires  an  understanding  of  the  dietary 
factors  that  animals  and  man  are  ingesting.  Eltici- 
tlation  ol  these  factors  may  well  constitute  an- 
other major  contribution  ol  nutrition  to  the  solu- 
tion of  the  health  problems  of  the  20th  Century. 
Some  of  them  will  be  dealt  with  in  forthcoming 
issues  of  this  Jotirnal. 

L.H.N. 
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Recognizing  Prediseases 

Oitviously  all  diseases  which  become  (hronic  are 
asymptomatic  in  their  early  stages.  Because  they  are 
tisymptomatic  patients  do  not  seek  a physician’s 
help  ;is  they  do  lor  an  acute  illness  in  which  they 
come  to  their  physician  because  of  not  feeling  well. 

In  the  ticute  illnes.ses,  the  task  of  the  jjhysician  is 
to  make  the  patient  feel  better  or  well.  Asympto- 
matic jxitients  in  the  early  stage  of  a chronic  dis- 
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‘^When  I couldn’t  even  smell  corned  beef  and  cabbage, 
I decided  it  was  time  for  you,  Doc.” 


Maybe  he  doesn't  know  when  he's  well  off.  But  you 
might  want  to  prescribe  long-acting  Novahistine  LP 
anyway. 

Two  tablets  in  the  morning  and  two  in  the  evening  will 
usually  provide  day  and  night  relief  by  helping  to  clear 
congested  air  passages  for  normal,  free  breathing. 
Novahistine  LP  is  formulated  to  provide  continuous 
therapeutic  effect  for  8 to  12  hours.  The  decongestant 
ingredients  help  restore  normal  mucus  secretion  and 
ciliary  activity — physiologic  defenses  against  infection  of 
the  respiratory  tract. 

Use  cautiously  in  individuals  with  severe  hypertension, 
diabetes  mellitus,  hyperthyroidism  or  urinary  retention. 
Caution  ambulatory  patients  that  drowsiness  may  result. 
Each  Novahistine  LP  tablet  contains:  phenylephrine 
hydrochloride,  25  mg.,  and  chlorpheniramine  maleate, 
4 mg. 
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ease  do  not  seek  a jjliysician’s  hel]).  I’hey  are  in  a 
stage  of  what  Mcndlow'itz  calls  a prediseased 

Arterial  disease,  hypertension,  diabetes,  gont  and 
others  characteristically  become  symptomatic  in  the 
fourth  and  fifth  decades  of  life.  However,  they  are 
recognized  earlier  because  a biochemical  test  or  a 
biophysical  apparatus  for  their  detection  happetis 
to  be  available  at  the  present  stage  of  our  knowl- 
edge. It  is  known  that  these  asymptomatic:  abnor- 
malities sooner  or  later  eventuate  iti  symptomatic- 
diseases  as  renal  failure,  blindness,  coma.  Nephrosis 
with  edema,  and  acute  arthritis  even  apart  frerm 
their  effects  u|)on  arterial  disease  itself,  catastrophe 
such  as  strokes,  heart  attacks  and  peripheral  gan- 
grene do  not  complete  the  list. 

It  is  characteristic:  of  arterial  disease  to  be  asym]j- 
(omatic  iti  the  early  stages.  It  is  not  until  the  dis- 
ea.se  progresses  to  the  point  of  producing  ischemia 
of  tissues  supplied  with  blood  that  symptoms  ap- 
pear. Sometimes  the  symptoms  may  not  become  ap- 
parent until  rupture  of  a weakened  arterial  wall 
with  hemorrhage  and  destruction  of  surrounding 
tissue  has  occurred.-  In  additioti  there  are  the  major 
“enemies”  of  the  arteries,  those  clisea.ses  which 
constantly  bomljard  them  which  themselves  are 
asymptomatic  in  the  early  stages. 

d'here  are  a w'hole  group  of  abnormalities  with 
which  arterial  disease  is  interrelated.  There  is  a 
sjjectrum  of  li]hd  abncrrmalities,  including  hyper- 
cholesterolemia increased  free  latty  acids. There 
are  certain  ])cr.sonality  characteristics  related  ter 
coronary  artery  disease.  Patients  with  abnormal 
steroid  responses,  abnormal  blood  clotting  factors^ 
and  with  such  accpiired  habits  as  .smoking  among 
others  are  “coronary  prone.’’  Very  little  is  knowm 
about  the  real  relationship  of  these  predisea, ses  to 
arterial  disease  itself.  Several  authors  have  specu- 
lated on  mechanisms  in  cases  of  arterial  disease 
which  precede  overt  manifestations  of  diabetes. 

W’hen  asymptomatic  hypertension  or  diabetes  is 
di.scovered  it  is  treated  in  order  to  normalize  ab- 
noinial  blood  pre.ssure  rather  than  to  “cure.”  In 
this  way  it  is  believed  that  at  least  to  some  extent 
the  arteries  will  be  spared  atul  the  pace  of  their  de- 
struclion  diminished.  When  hyperuricemia  is  dis- 
covered it  is  treated  so  that  renal  damage  from 
precipitation  of  urates  in  the  tul)ides  will  be  pre- 
vented. When  diabetes  is  discovered  it  is  treated  to 
regulate  or  to  normalize  the  blood  sugar  ,so  as  to 
prevent  ];ossiIjle  arterial  injury  later  on.  I’hus  there 
are  a whole  group  of  abnormalities  which  are  not 
symptom  jncKlncing  but  which  may  atul  probablv 
will  eventuate  in  symptomatic  disease. 

Then  of  course  there  is  the  other  side  of  the  coin 
therapy  itsell  may  jtroduce  side  effects  which  may 
become  more  unpletisant  than  the  cli.sease  itself. 
For  example  hypeitension  may  recpiire  treatment 
for  many  years  and  some  ol  the  drugs  used  like  the 


thiazides  may  pioduce  electrolyte  alterations,  hy- 
perglycemia, hyperuricema  and  even  hypothyroid- 
ism in  many  patients.  In  consecpience  ]>atients 
need  to  be  convinced  that  they  recpiire  treatment 
on  the  basis  of  knowledge  atul  reason  and  not 
lor  the  relief  cd  symptoms  they  do  not  yet  have.  The 
treatment  itself  may  ])rocluce  new  diseases  such  as 
hemolytic:  anemia,  lupus  erythematosus— like  syn- 
drome and  other  immunologic  states,  d'he  effects 
of  these  may  at  any  time  be  worse  than  the  un- 
derlying disease  left  untreated. 

Here  then  is  a dilemma.  .All  of  this  recpiires  re- 
orientation of  teaching,  reoi  ientation  of  medical 
thinking  about  medicine  as  it  is  and  about  medi- 
cine as  it  is  undoubtedly  gcring  to  develop.  But  we 
need  to  keep  in  mind  some  of  the  new  concepts  on 
reaction  to  drugs  irsecl  such  as  inmumo-chemical 
mechanisms  of  drug  allergy  activation  of  lupus 
erythematosus  by  drugs,  immunological  basis  of 
purpura  due  to  drug  sensitivity. 

Since  all  diseases  are  in  part  genetically  deter- 
mined, it  is  clear  that  abnormalities  that  lead  to  the 
di.seases  must  be  present  at  birth  and  the  terms  jrre- 
cliabetes,  prehypertension  and  pregout  will  begin 
to  ajrpear  and  methods  for  detecting  such  abnor- 
malities which  arc  now  in  various  stages  of  develop- 
ment will  be  aggressively  pursued.  Hyperuricemia 
is  easily  detected,  so  is  hypercholesterolemia.  I'hcrc 
are  new  testing  procedures  for  precliabetes  such  as 
cortisone  gluco.se  tolerance  test.  In  prehyperten- 
sion, vascular  reactivity  tests  and  tritiated  ncjrepine- 
phrine  disappearance  tests  are  on  the  horizon. 

Effective  therapy  meanwhile  is  largely  in  the 
realm  of  preventive  medicine.  Fhere  is  no  rational 
therapy  of  predisease  except  in  the  sense  that  if 
we  can  detect  them  early  we  may  be  able  more 
effectively  to  prevent  a predisease  from  becoming  a 
disea.se. 

L.H.N. 
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Patterns  Of  Epidemiologic  Spread 
Of  Viral  Hepatitis 

In  19()1,  the  last  ])eak  epidemic  year,  73,000  cases 
of  viral  hepatitis  were  reported  in  this  coutitry.  If 
the  cyclical  ptittern  repeats  itself  as  epidemiologists 
anticipate  it  will,  we  can  expect  matiy  more  thou- 
sands of  cases  by  ’08  or  ’0!).  Among  our  military 
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troops  viral  hepatitis  is  still  the  leading  single  in- 
fectious disease  causing  the  greatest  loss  of  man 
hours  daily.  Inasmuch  as  no  experimental  host 
or  tissue  culture  system  has  been  found  to  be  suit- 
able for  growth  and  propagation  of  these  viruses, 
essentially  all  we  know  about  these  agents  comes 
from  a clinical  and  epidemiologic  viewpoint  in 
studies  of  spontaneously  occurring  human  cases 
and  from  a very  few  experimental  studies  with 
human  volunteers. ^ 

We  knotv'  from  Paul  Havens  studies  in  1945  that 
bacterial  free  filtrates  derived  from  patients  with 
the  acute  phase  of  the  disease  are  able  to  induce 
viral  hepatitis  in  susceptible  human  subjects.  These 
viruses  are  serially  transmissible  in  human  sub- 
jects. However  the  viruses  have  not  been  isolated. 
They  are  the  most  stable  of  all  known  viruses,  resist 
heat  treatment  at  56°  C for  over  thirty  minutes  and 
some  strains  for  as  much  as  an  hour.  They  with- 
stand chlorination  at  one  part  per  million  for  thirty 
minutes.  Other  chemicals  that  ordinarily  inactivate 
bacteria  and  most  other  viruses  are  totally  ineffec- 
tive against  hepatitis  agents. 

We  now  recognize  multiple  epidemiologic  pat- 
tern of  spread  of  viral  hepatitis.  One  is  person  to 
person  contact  which  is  thought  to  be  the  most 
common  type  of  transmission.  In  Koff  et  al’s^  study 
of  viral  hepatitis  in  a group  of  Boston  City  Hos- 
pitals, forty  of  one  hundred  and  eighty  five  patients 
had  definite  contacts  with  jaundiced  persons.  Then 
there  were  sporadic  contacts  with  acutely  ill  but 
non-jaundiced  children. 

Then  there  have  been  extensive  common- 
source  outbreaks  of  infectious  hepatitis  which  have 
been  traced  to  contaminated  water,  milk  and  other 
foods.  In  1955,  in  Sweden,  alert  clinicians  identi- 
fied through  carefully  taken  epidemiologic  his- 
tories that  raw  oysters  were  the  vehicle  for  an 
epidemic  of  viral  hepatitis.  In  1961  raw  oysters  were 
incriminated  in  outbracks  of  hepatitis  in  Alabama 
and  Mississippi.  A second  outbreak  due  to  raw 
clams  were  identified  in  1964  in  Connecticut  and 
New  Jersey. 

Koff  et  al-  found  that  shell-fish  associated  in- 
fectious hepatitis  can  occur  in  sporadic  as  well  as 
epidemic  form.  In  their  studies  raw  clams  and 
oysters  but  not  fried  clams  were  consumed  more 
often  by  patients  than  by  controls.  It  is  not  sur- 
|)rising  in  view  of  the  stability  of  the  virus  that 
even  steamed  clams  though  not  fried  clams  seemed 
more  often  consumed  by  hepatitis  patients  than  by 
controls.  Obviously  the  usual  method  of  preparing 
steamed  clams  by  serving  them  when  the  shells 
gape  is  not  sufficient  to  destroy  the  virus  as  Koff 
and  Sears  also  showed. ^ 

A significant  risk  of  hepatitis  has  been  recognized 
in  animal  handlers  in  contact  with  newly  im- 


ported subhuman  primates.  It  is  however  doubtful 
if  the  hepatitis  so  produced  is  due  to  the  virus  of 
hepatitis.  In  fact  the  large  epidemics  of  hepatitis  in 
Delhi  and  Ghana  from  simian  transmission,  re- 
vealed pathological  changes  in  the  liver  different 
from  that  of  human  viral  hepatitis  and  were  prob- 
ably due  to  adenovirus.''®  ■* 

A fifth  type  of  viral  hejaatitis  comes  from  trans- 
fusions and  from  illicit  use  of  habituating  drugs. 
In  Koff’s  series  seventy  patients  developed  hepati- 
tis following  transfusions  and  fifteen  from  narcotic 
addiction. 

Many  viruses  responsible  for  major  public  health 
problems  are  being  brought  under  control  by  ap- 
plication of  virological  advances  for  production 
and  use  of  preventive  vaccines,  but  the  hepatitis 
\irus  remains  unconquered.  We  have  as  yet  no 
experimental  host  tissue  or  culture  system  that  has 
been  found  suitable  for  growth  and  propagation 
of  these  viruses.  Factors  in  achieving  unquestion- 
able in-vitro  cultivation  of  the  agents  have  not  been 
the  only  serious  drawback  to  our  understanding  of 
the  disease.  The  apparent  insusceptibility  of  a wide 
range  of  experimental  hosts  to  the  human  viruses 
has  been  a major  obstruction.  A promising  lead 
pointed  out  by  Hillis^  is  the  successful  transmission 
of  viral  hepatitis  to  marmosets.  This  animal  is  an 
easily  handled  experimental  host  who  develops 
consistent  chatiges  on  serial  passage  when  inocu- 
lated with  human  hepatitis  virus.  Perhaps  this  will 
open  the  road  to  the  concpiest  of  infectious  hepa- 
titis. 

In  the  meanwhile  we  must  remember  that  the  virus 
is  amongst  the  most  stable  of  all,  not  easily  destroyed 
by  boiling  instruments,  steaming  clams  or  chlori- 
nated water  supplies.  The  frequency  of  shell-fish 
associated  infections  hepatitis  implies  that  this  virus 
is  common  in  the  sewage  that  increasingly  pollutes 
estuarial  waters.  We  need  to  re-examine  our  prac- 
tices and  programs  in  shell-fish  sanitation.  To  be 
safe  one  must  avoid  contact  with  people  who  have 
hepatitis.  One  must  eat  either  thoroughly  cooked 
shell-fish  or  have  some  warranty  that  the  shellfish 
that  is  eaten  uncooked  or  partially  cooked  came 
from  safe  waters,  a very  difficult  order  indeed. 

L.H.N. 
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I’m  supposed  to  get  up 
and  do  things? 

With  my  heart? 


It’s  entirely  natural — and  may  even  be  desirable — for  the  cardio- 
vascular patient  to  be  somewhat  anxious  about  himself. 

But  when  anxiety  leads  to  unreasonable  self-imposed  limitations 
and  restrictions  . . . when  it  aggravates  cardiovascular  symptoms 
. . . when  it  interferes  with  restful  sleep,  measures  to  help  alle- 
viate the  anxiety  are  probably  in  order. 

One  measure,  of  course,  is  reassurance.  Another,  adjunctive 
measure,  is  Equanil  (meprobamate). 

Over  a decade  of  experience  has  shown  that  Equanil  (mepro- 
bamate)  is  generally  well  tolerated  as  well  as  effective.  Side 
effects  are  usually  limited  to  transient  drowsiness:  serious, 
therapy-interrupting  side  effects  are  rare. 


Cautions:  Carefully  supervise  dose  and 
amounts  prescribed,  especially  for  patients 
prone  to  overdose  themselves.  Excessive  pro- 
longed use  may  result  in  dependence  or 
habituation  in  susceptible  persons— as  ex- 
addicts, alcoholics,  severe  psychoneurotics. 
After  prolonged  high  dosage,  drug  should  be 
withdrawn  gradually  to  avoid  possibly  severe 
withdrawal  reactions  including  epileptiform 
seizures.  Side  effects  include  drowsiness  and, 
rarely,  allergic  or  idiosyncratic  reactions. 
These  reactions,  sometimes  severe,  can  devel- 
op in  patients  receiving  only  1 to  4 doses  who 
have  had  no  previous  contact  with  meproba- 
mate. Mild  reactions  are  characterized  by  urti- 
carial or  erythematous  maculopapular  rash. 
Acute  non-thrombocytopenic  purpura  with 
petechiae,  ecchymoses,  peripheral  edema  and 
fever  have  been  reported.  Meprobamate 
should  be  stopped  and  not  reinstituted.  Severe 
reactions,  observed  very  rarely,  include  angio- 
neurotic edema,  bronchial  spasms,  fever,  faint- 
ing spells,  hypotensive  crises  (1  fatal  case), 
anaphylaxis,  stomatitis  and  proctitis  (1  case) 
and  hyperthermia.  Warn  patients  of  possible 
reduced  alcohol  tolerance.  Should  drowsiness, 
ataxia,  or  visual  disturbances  occur,  dose 


should  be  reduced.  If  symptoms  persist,  pa- 
tients should  not  operate  vehicles  or  danger- 
ous machinery.  A few  cases  of  leukopenia, 
usually  transient,  have  been  reported  following 
prolonged  dosage.  Other  blood  dyscrasias— 
aplastic  anemia  (1  fatal  case),  thrombocyto- 
penic purpura,  agranulocytosis  and  hemolytic 
anemia— have  occurred  rarely,  almost  always 
in  the  presence  of  known  toxic  agents.  One 
fatal  case  of  bullous  dermatitis  following  inter- 
mittent use  of  meprobamate  with  prednisolone 
has  been  reported.  Prescribe  very  cautiously 
for  patients  with  suicidal  tendencies.  Suicidal 
attempts  should  be  treated  with  immediate 
gastric  lavage  and  appropriate  supportive 
therapy. 

Contraindications:  History  of  sensitivity  to 
meprobamate. 

Composition:  Tablets,  200  mg.  and  400  mg. 
meprobamate.  Coated  Tablets,  Wyseals® 
Eouanil  (meprobamate)  400  mg.  Continuous- 
Release  Capsules,  Equanil  L-A  (meproba- 
mate) 400  mg, 

American  Hospital  Formulary  Service  Cate- 
gory No.  28:16.08 
A quality  controlled  product  of 
Wyeth  Laboratories  Philadelphia,  Pa 


to  help  relieve  anxiety  and  tension  occurring 
alone  or  secondary  to  organic  disease 


(ineproliiiiite) 


The  Simple  Laboratory  Test 

'The  following  is  reprinted  by  permission  of 
the  College  of  American  Pathologists  who  are 
publishing  a series  of  small  informatix’e  leaflets 
entitled  PathCAPsules.  llie  subject  matter  is 
so  pertinent  and  well  stated  that  it  seems  well 
worth  bringing  to  Connecticut  physicians. 

Is  there  a siinjile  laboratory  test? 

II  so  it  must  he  rare.  Certainly  many  tests  may 
seem  simple  il  the  observer  or  the  person  working 
at  the  bench  is  ignorant  ol  all  the  pitfalls  that  ac- 
company every  manipulation. 

.\s  an  e.xample,  let’s  explore  hemoglobin  deter- 
minations. T his  has  been  a lre(|iiently  performed 
analysis  since  Ciow'ers  intrcjtlnced  the  first  method 
in  1878.  The  number  of  papers  written  on  the 
subject  since  that  time  is  astronomical.  Yet  just 
what  is  the  present  status  of  performance  of  this 
commonest  of  all  tests?  In  1963  a total  of  398  labora- 
tories returned  results  of  their  analyses  of  a hemo- 
globin solution.'  Iron  analyses  of  the  sample  yielded 
a calculated  value  of  15.9  Cm.  of  hemoglobin  jjer 
100  ml.  of  blood.  The  mean  value  of  the  returns 
was  15.7  (hns.  Only  two-thirds  of  the  reporting 
laboratories  obtained  values  between  14.9  Gm.  and 

16.5  Cim.  Values  as  low  as  10.5  Gm.  and  as  high  as 

18.6  Gm.  per  100  ml.  were  reported.  In  view  of  this, 
even  though  it  looks  simple  to  see  a technician  per- 
form a single  dilution  and  read  the  result  from  a 
scale  on  a photometer,  it  would  certainly  be  er- 
roneous to  imply  that  determination  of  hemoglobin 
is  a simple  test. 

,\n  advertisement  for  Bromsulphalein  (BSP)  uses 
the  provocative  phrase  “and  is  an  extremely  simple 
test  to  perform.”  This  extremely  simple  test  has 
resulted  in  a number  of  deaths.  After  eleven  years 
experience  with  administering  the  dye  it  appeared 
to  this  writer  that  such  reactions  always  occurred 
eksewhere.  Amidst  complacency  two  severe  reactions 
were  encountered  following  its  use  in  one  month. 
After  such  experiences  woukl  not  the  phrase  “po- 
tentially dangerous  test”  seem  more  appropriate? 
■ Vccording  to  Dr.  McGath-  who  has  supervised  over 
200,000  of  these  tests  it  is  not  a simple  one. 

Some  of  the  jjotential  trajjs  in  performing  simple 
tests  might  be  elusive  to  the  most  sagacious  chemist. 
Kven  the  method  of  transportation  of  the  specimen 
to  the  laboratory  is  hazardous.  4’he  quickest  way 
is  not  always  the  best.  For  example,  jineumatic 
tube  transportation  of  blood  interferes  with  deter- 
minations of  hemoglobin,  serum  LDH,  and  serum 
potassium.'*  The  simple  hematocrit  is  markedly 
altered  when  it  is  determined  on  blood  taken  from 
a vacuum  tube  which  has  been  only  partially  filled. 

What  about  the  many  “dijj  sticks”?  In  some  in- 
stances, the  various  ribakl  comments  overheard  in 
the  laboratory  seem  appropriate.  In  a recently  pub- 


lished article  numerous  problems  resulting  from 
the  estimation  til  blootl  urea  nitrogen  by  a current- 
ly popular  “simple  test”  are  pointed  out.^  Indeed, 
a paradox  exists  when  on  one  hand  knowledge  and 
instrumentation  have  shown  such  rapid  and  spec- 
tacular advances  and  on  the  other  tests  are  offered 
which  give  imprecise  and  even  misleading  results. 
Moreover,  hospital  atlministrators  and  practicing 
physicians  could  be  misled  into  the  idea  that  the 
well  appointed  laboratory  consists  of  a bag  of 
variegated  liits  of  paper. 

If  such  ]Droblems  are  encountered  in  the  “simple 
tests”  the  more  complicated  tests  can  be  traumatic 
indeed  for  the  technologist,  and  most  hazardous  to 
the  physician  and  his  jiatient.  “It  is  high  time  to 
stop  misleading  the  public  and  the  physician  about 
laboratory  tests.  None  is  simple  and  certainly  none 
is  extremely  simple.  They  are  all  involved,  com- 
plicated, and  fidl  of  pitfalls  and  possible  inaccur- 
acies clear  down  to  the  written  report  on  the  pa- 
tient’s history.  It  takes  a clear  appreciation  of  these 
many  jjossible  errors  and  a long  period  of  training 
and  experience  in  order  to  master  laboratory  pro- 
cedures to  an  acce])table  level.”- 

The  responsibility  for  maintaining  good  clinical 
laboratories,  of  necessity,  resides  within  the  medical 
profession.  Pathologists  are  clearly  those  most  re- 
sponsible; however,  the  full  understanding  and  co- 
o]ieration  of  all  medical  groups  are  essential  to 
maintaining  excellent  laboratory  medicine  stand- 
ards. Indeed,  it  is  just  as  important  to  send  the 
patient,  the  jxuients’  blood,  or  other  biological 
sample  to  a properly  supervised  laboratory  as  it  is 
for  the  patient  to  see  a properly  trained  physician 
in  the  first  place. 

R.N.B. 
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The  Murder  Of  Wirsung 

Johann  Georg  \Virsitng  de.scribed  the  main  pan- 
creatic ditct  associated  with  his  name  in  1642.  One 
year  later,  on  Aitgust  22,  1643,  he  was  murdered, 
and  this  crime  has  beeti  generally  considered  un- 
solved by  most  medical  historians.  For  a time  the 
murder  was  attributed  to  persons  jealous  of  his 
discovery,  and  this  legend  appears  in  the  writings 
of  de  Ciraaf  and  of  Boerhaave,  the  latter  of  whom 
even  described  the  murder  weajxtn  erroneously  as 
a dagger.  In  a recent  conmuinication,  Morgenstern' 
presents  revealing  information  on  the  murder,  and 
the  murder  weapem  as  well. 

Wirsung  was  born  in  .\ugsburg  in  1600,  and 
spent  fourteen  years  as  one  of  the  long  line  of  dis- 
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tinguished  anatomists  at  Padua.  One  of  his  stu- 
dents, Matirice  Hoffman,  lotind  the  pancreatic  duct 
in  an  Indian  rooster,  and  showed  it  to  Wirsting  in 
1641.  One  year  later  Wirsting  dissected  the  duct  in 
a human,  and  described  it  in  a letter  to  Jean  Riolan, 
the  Professor  of  Anatomy  in  the  University  of  Paris. 
In  the  same  year  he  published  a copper  print  of  a 
life  size  drawing  of  the  duct. 

On  August  22,  1643  Wirsting  was  murdered,  and 
the  solution  to  the  crime  was  proposed  a century 
later  by  Morgagni.  The  latter  studied  the  accounts 
of  the  German  students  at  the  University  of  Padua, 
and  found  and  transcribed  an  entry  which  seemed  to 
clarify  the  circumstances  of  Wirsung’s  death.  On 
the  night  in  question  he  was  apparently  engaging 
in  conversation  with  friends  at  the  door  of  his  house 
at  about  midnight,  when  he  was  attacked  and  shot 
with  the  contemporary  equivalent  of  a carbine  by 
a Dr.  Jacobus  Cambier  for  personal  reasons  of  an 
unknown  nature.  He  died  soon  thereafter  from 
blood  loss  resulting  from  the  bullet  wound.  The 
murderer,  a Dalmatian,  escajoed  from  Padua  the 
following  day  in  the  company  of  a relative  and  an- 
other student  who  were  considered  accomplices. 
Morgagni  concludes  that  the  death  of  ’Wirsting  re- 
sulted from  a private  quarrel  rather  than  from  envy 
at  his  discoveries. 

H.L. 

Reference 

1.  Morgenstern,  Leon:  The  murder  of  Johann  Georg  Wir- 
sung.  Surgery,  57:  906,  1965. 

Parenteral  Tetracyclines 

When  a tetracycline  is  indicated,  an  oral  prepa- 
ration should  generally  be  used.  Tetracycline  is 
usually  effective  against  susceptible  organisms  at 
blood  levels  of  0.5  meg  to  2 meg  per  ml  of  serum, 
and  these  levels  are  readily  obtained  with  any  of 
the  oral  preparations  (Tetracycline  Hydrochloride 
USP,  tetracycline  phosphate,  oxytetracycline, 
chlortetracycline,  and  demethylchlortetracycline). 
A parenteral  tetracycline  should  be  resorted  to  only 
for  the  initial  treatment  of  very  severe  infections, 
when  the  patient  cannot  take  drugs  orally,  or  wdien 
oral  administration  may  be  unreliable,  as  in  a mal- 
absorption syndrome. 

Intramuscular  T<?tr«cyr/im?— Tetracycline  can  be 
administered  either  intravenously  or  intramuscu- 
larly, but  Medical  Letter  consultants  do  not  favor 
the  intramuscular  route.  Absorption  from  the 
intramuscular  site  is  poor,  and  intramuscular  ad- 
ministration may  be  followed  by  persistent  and 
often  severe  tenderness,  even  when  the  addition  of 
a local  anesthetic  to  the  preparation  reduces  the 
immediate  pain  which  injected  tetracycline  causes. 

Intravenous  Tetracyclines  — When  a parenteral 
formulation  is  needed,  the  intravenous  route  is 


preferred,  with  administration  by  drop  or  direct 
injection  over  a period  of  not  less  than  five  minutes 
for  each  dose.  The  recommended  intravenous  dose 
of  all  the  tetracyclines,  excej^t  rolitetracycline,  is 
500  mg  every  12  hours  for  adults.  For  infants  and 
young  children,  it  is  10  to  20  mg/kg/day  in  di- 
vided doses  given  every  six  to  12  hours. 

The  manufacturers  of  rolitetracycline  (Bristol 
and  Squibb)  recommend  as  an  adult  dose  350  to 
700  mg  every  12  hours  (Bristol  does  not  recom- 
mend it  for  children).  Because  there  has  been  com- 
paratively little  use  of  this  intravenous  prepara- 
tion, and  because  of  the  uncertainty  as  to  optimum 
dosage.  The  Medical  Letter  does  not  advise  the 
choice  of  rolitetracycline  for  either  adults  or 
children. 

The  manufacturers  of  the  other  tetracyclines 
warn  against  the  intravenous  administration  of 
more  than  2 Gm  daily,  but  Medical  Letter  con- 
sultants consider  it  safer  to  choose  an  alternative 
drug  if  more  than  1 Gm  of  tetracycline  is  needed, 
because  of  the  risk  of  severe  hepatic  injury;  the 
risk  is  especially  great  in  pregnant  women  and  in 
patients  with  renal  disease.  Measurement  of  the 
serum  concentration  of  the  antibiotic  may  be 
necessary  for  adequate  control  of  dosage. 

Although  liver  injury  has  occurred  with  oral 
tetracycline,  the  risk  is  probably  less  than  with 
intravenous  administration;  after  initial  emergency 
use  of  an  intravenous  preparation,  oral  adminis- 
tration should  be  started  as  soon  as  possible.  (See 
The  Medical  I.etter,  'Vol.  7,  p.  69,  1965  for  sum- 
mary of  the  adverse  effects  of  the  tetracyclines. 
These  effects  can  occur  even  with  ordinary  doses, 
oral  or  parenteral,  and  at  any  age;  the  tetracyclines 
can  also  cause  fetal  injury.) 

Tetracyclines  are  eliminated  mainly  by  way  of 
the  urinary  tract;  to  avoid  serious  toxic  effects, 
when  there  is  considerable  impairment  of  renal 
function  it  is  important  to  reduce  dosage  whatever 
the  route  of  administration.  When  a patient  with 
impaired  renal  function  requires  an  intravenous 
tetracycline,  chlortetracycline  may  be  safer  than  the 
other  formulations  because  it  is  metabolized  more 
completely  (C.  M.  Kunin  and  M.  Finland,  Arch. 
Intern.  Med.,  104:1030,  1959).  Tetracycline  should 
never  be  administered  intrathecally. 

Brand  Names  of  Intravenous  Tetracyclines  — 
Chlortetracycline:  Aureomycin  (Lederle);  oxytetra- 
cycline: Terramycin  (Pfizer)  ; rolitetracycline: 

Syntetrin  (Bristol);  Velacycline  (Squibb);  tetra- 
cycline hydrochloride:  Bristacycline  [formerly 

Polycycline]  (Bristol)  ; Achromycin  (Lederle)  ; 
Tetracyn  (Roerig)  ; Steclin  (Squibb);  Panmycin 
(Upjohn). 

Reprinted  from  The  Medical  Letter  on  Drugs  and  Thera- 
peutics, New  York,  N.  Y.,  Vol.  8,  No.  5,  March  II,  1966. 
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Some  New  Approaches  To  Rational  Chemotherapy 


Robert  E.  Handschumacher 

■ riic  usual  design  of  an  introductory  article  is  to 
engage  the  reader  in  the  subject  by  extolling  the 
achievements  of  the  past  and  the  outstanding  cjuali- 
fications  of  the  authors  of  the  more  specialized  arti- 
cles. Instead,  I would  like  to  sketch  for  you  some 
new  developments  and  seek  your  aid  in  raising  the 
level  of  care  for  patients  with  cancer  in  Connecticut 
I)y  [jarticipaling  in  their  extension  into  clinical 
practice. 

I'he  certain  knowledge  that  betweeti  one-half  and 
two-thirds  of  all  patietits  diagnosed  as  having  cati- 
cer  today  will  receive  less  than  curative  treatment 
with  conventional  therapy  is  a burden  many  of  you 
have  learned  to  accejjt.  Some  take  solace  in  the  fact 
that  great  advances  have  been  made  iti  onr  ability 
to  make  early  diagnoses  and  thereby  improve  the 
effectiveness  of  surgical  or  radiological  measures. 
Others  will  itidicate  that  present  sujjporting  services 
have  eased  the  .social  and  economic  hardships  of 
the  less  lortutiate  individuals  who.se  treatment  is 
not  curative.  Further  improvements  cati  be  ex- 
pected in  both  of  these  areas  atid  rccjuire  your  eti- 
thusiastic  support. 

Basic  scietitists  often  take  justifiable  pride  in  the 
remarkable  expansion  of  our  ktiowledge  of  neo- 
])lastic  tratisformation  in  lower  atiimals  and  to  some 
degree  in  mati.  These  efibrts,  however,  are  of  little 
value  utiless  a vigorous  extension  of  these  basic  find- 
itigs  to  the  matiagemeni  of  the  patient  is  achieved. 
The  sub,se{[uent  papers  will  illustrate  specific  ex- 
ani}5les  of  how  this  is  being  done  at  the  Vale-New 
Haveir  Medical  Center.  E(|ually  important,  these 
articles  should  serve  to  acrjuaitit  you  with  ways  in 
which  you  can  participate  in  cfiectitig  this  tiansla- 
tioti  of  basic  science  into  the  care  of  jratietits. 

What  are  the  specific  targets  that  can  Ire  the  ob- 
jective of  onr  search  for  better  chemotherapy  in  the 
treatment  of  maligtiancies  and  related  hyperplasias? 
The  early  coticept  that  cancer  cells  are  rapidly 
dividitig  cells  whose  growth  could  be  corrtrolled  by 
geireral  antitrritotic  ageirts,  has  Ireen  denrolished  by 
the  clear  demonstratiotr  that  rrrany  normal  cells, 
such  as  those  of  the  bone  marrow,  intestinal  mneosa 
and  hair  follicles,  have  shorter  generation  times 
than  nrany  cancers.  This  simple  concept  has  trow 
Irecir  irrodified  atrd  curretit  efforts  are  aimed  at 
nratching  the  jreriod  of  cytotoxicity  of  a drug  to  the 
approximate  generatioir  time  of  the  population  of 
rreoplastic  cells;  this  shoidd  minimize  damage  to 


essetitial  trormal  tissues  who.se  scirsitive  periods  of 
reproductiotr  do  not  coincide  in  tinre  or  duration 
with  those  of  the  caticer  cells.  jxirticularly  suc- 
cessful example  of  this  ajrproach  is  jrresented  in 
studies  with  methotrexate  by  Dr.  Hyrniuk  atrd  Dr. 
Bertino.  Great  potetitial  remains  for  the  extension 
of  this  to  other  agetits.  It  rrrust  be  remeirrbered, 
however,  that  the  choice  of  such  irew  prograirrs  of 
treatment  must  be  based  on  carefrd  evaluation  of 
the  cytokinetics  of  the  particular  tumor  cell  jropu- 
lation.  Frrrtherirrore,  the  iirteirsive  periods  of  treat- 
rrrent  employed  can  create  sorrrewhat  differeirt, 
though  not  trecessarily  nrore  hazardous,  reactions 
in  the  patieirts. 

Most  ajrproaches  to  the  design  of  trew  agents  itr 
recetit  years  have  been  predicated  on  the  assnmp- 
tion  that  the  nretabolisnr  and  functioir  of  nucleic 
acids  presents  the  most  rational  target.  Early  success 
in  the  tfeatmetit  of  leukemias  with  the  purine 
analog  r)-merca])to]jurine  atid  related  derivatives 
was  followed  by  the  development  of  5-lluorouracil, 
a compound  that  is  able  to  modify  the  chemical 
course  of  several  solid  tumors.  Inhibition  of  the 
synthesis  of  deoxynucleic  acid  (DNA)  can  also  be 
accomplished  by  blocking  the  regetieration  of  one 
of  the  catalytic  cofactors  essetuial  to  construction  of 
the  precursors  of  DNA.  One  of  the  most  powerful 
agents  available  today,  methotrexate,  accomplishes 
this  role  by  preventing  the  regeneration  of  the  \ ital 
coenzyme  dihydrofolic  acid  by  the  enzyme  dihydro- 
folic  acid  reductase. 

Although  good  results  can  be  achieved,  sufficient 
specificity  for  the  ncojilastic  cell  has  tiot  been  ob- 
tained to  give  a manageable  therapeutic  index  ex- 
cept in  special  circumstances.  Fhe  inability  to  sus- 
tain response  iti  patients  who  itiitially  respotid  to 
these  agetits  rvith  good  tumor  regression  is  now  Ije- 
ing  studied  by  various  groups  at  Yale.  'Fhe  results 
of  these  studies  are  beginning  to  define  the  niechati- 
ism  of  resistance  or  tolerance.  Through  such  an 
nnderstanding  specific  measures  are  being  devel- 
oped either  to  jirevetil  such  alterations  in  tumor 
metabolism  or  to  capitalize  on  them  to  achieve  even 
greater  sensiti\ity  to  related  comjioutids.  Examples 
of  this  may  be  found  in  the  alterations  duritig 
therapy  in  the  sensitivity  of  the  synthesis  of  DN.\ 
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precursors  to  the  folic  antagonists  detected  by  Dr. 
Bertino  and  his  associates  in  leukemic  cells.  An- 
other agent  developed  by  Vale,  6-azauridine  and  its 
triacetyl  derivati\e,  possesses  very  little  toxicity  to 
normal  tissues  but  during  the  initial  phases  of  treat- 
ment, can  produce  dramatic  effects  on  certain  forms 
of  leukemia.  The  improvement  obtained  is  of  very 
short  duration  and  although  patients  can  tolerate 
much  greater  doses,  tumor  sensitivity  is  lost.  In  this 
case,  again  we  have  been  able  to  define  with  some 
precision  the  nature  of  the  changes  that  create  the 
refractory  state,  but  unfortunately  have  not  yet 
been  able  to  overcome  them.  Future  progress  in 
these  areas  requires  adequate  numbers  of  patients 
whose  condition  permits  the  further  exploration  of 
this  problem  because  transplantable  tumors  in  ani- 
mals generally  do  not  exhibit  the  same  changes  in 
sensitivity  seen  in  human  neoplasma. 

For  many  years,  primary  attention  has  been 
focused  in  tbe  biochemical  aspects  of  antimetabo- 
lites, but  it  has  become  increasingly  apparent  that 
physiological  factors  play  equally  important  roles 
in  governing  responses  to  therapy.  It  is  now  recog- 
nized that  the  selective  transport  of  certain  agents 
such  as  methotrexate  into  cells  can  enhance  their 
biochemical  effect  or  that  physiological  exclusion  of 
the  agent  from  the  central  nervous  system  creates  a 
sanctuary  in  which  neoplastic  cells  can  proliferate 
unaffected  by  the  drug.  To  extend  this  concept,  the 
antimetabolite  5-azaorotate  has  been  develoj^ed  at 
Yale.  This  compound  is  specihcally  concentrated  by 
an  active  transport  mechanism  in  the  kidney  and 
liver,  and  virtually  excluded  from  other  cells  such 
as  those  found  in  the  bone  marrow  and  intestine. 
Such  a conqjound  might  find  application  in  the  dif- 
ferentiated neoplasms  of  the  liver  and  kidney  which 
possess  this  transport  mechanism,  but  recjuire  high- 
er levels  of  nucleic  acid  synthesis  to  sustain  neo- 
plastic growth.  In  preliminary  trials  in  man,  the 
biochemical  activity  of  this  inhibitor  of  pyrimidine 
biosynthesis  is  consistent  with  its  physiological 
properties  in  animals.  Crystalluria  and  related  re- 
duction in  renal  function  have  occurred  but  jrre- 
sumably  can  be  controlled  by  a good  clinical  man- 
agement. 

Since  it  is  not  always  possiltle  to  direct  an  anti- 
metabolite  to  the  tumor  by  physiological  methods, 
much  work  has  been  done  in  collaboration  with 
surgeons  to  deliver  the  agent  in  high  concentra- 
tions to  the  tumor  by  intra-arterial  infusion.  Some 
measure  of  success  has  been  reported  with  treat- 
ment of  localized  tumors  of  the  head  and  neck  as 
well  as  abdominal  tumors  whose  circulation  is 
accessible.  Rational  as  this  may  seem,  there  are 
numerous  limitations  to  its  application.  What  is 
needed  is  an  antitumor  compound  that  has  a very 
short  half-life  in  the  blood  but  which  will  exert  its 
effect  primarily  in  the  infused  arterial  bed.  Al- 


though various  derivatives  of  nitrogen  mustard 
would  seem  to  be  good  candidates,  their  use  has  not 
given  outstanding  results.  It  now  seems  that  anti- 
metabolites  whose  metabolism  is  very  rapid  such 
as  5-iododeoxyuridine  developed  at  Yale  by  Dr.  W. 
H.  PrusoH:  and  cytosine  arabinoside  offer  greater 
promise. 

It  has  long  Ijeen  an  intuitive  feeling  among 
physicians  that  if  two  drugs  are  good  by  themselves, 
in  combination  they  may  be  much  better.  Critical 
analysis  of  the  failures  and  successes  that  result 
from  the  use  of  combinations  of  antibiotics  are 
known  to  all.  In  the  theraj^y  of  cancer,  the  very 
nature  of  the  conditioti  eticourages,  indeed  at  times 
demands,  an  attempt  to  try  many  drugs,  often 
simidtaneoitsly.  As  a result,  the  literature  is  le- 
plete  with  an  endless  array  of  combination  regi- 
mens whose  value  is  virtually  inqrossible  to  deter- 
mine on  objective  grounds.  It  is  possible,  how- 
ever, to  design  programs  of  condritiation  therapy 
based  on  known  physiological  and  biochemical 
mechanisms,  evaluate  them  in  experimental  ani- 
mals and  extend  the  results  in  carefidly  con- 
trolled studies  to  human  disease.  Such  an  ap- 
proach is  being  vigorously  pursued  by  Dr.  A.  C. 
Sartorelli  at  Yale.  His  concepts  of  “complementary 
inhibition”  are  based  on  the  premise  that  an  attack 
on  existing  informational  molecules  within  the  can- 
cer cell,  coupled  with  the  action  of  another  agent 
which  can  inhibit  the  synthesis  of  new  macromole- 
ctdes  to  repair  this  damage,  will  provide  a marked- 
ly synergistic  effect.  He  has  shown  that  combina- 
tions of  uracil  mustard  and  6-thiognanine,  whose 
mechanisms  of  action  fulfill  these  criteria,  are  in 
fact  far  siqrerior  to  either  agent  alone  in  reducing 
growth  of  experimental  tumors  and  in  fact  can  cure 
a significant  numl)er  of  animal  tumors.  Such  results 
obviously  deserve  extension  to  human  disease  in 
selected  patients. 

Any  conq)lete  ajrproach  to  the  problems  of  can- 
cer today  requires  attention  to  the  well  established 
viral  etiology  of  many  animal  tumors  and  the  im- 
plication of  these  results  for  human  disease.  The 
principle  of  atomic  substitution  to  produce  anti- 
metabolites has  had  outstanding  success  in  the  de- 
velopment of  5-iodocleoxyuricline  at  Yale.  This 
compound,  ivliich  is  an  analog  of  the  DNA  con- 
stituent, thymidine,  has  provided  the  first  tridy 
effective  treatinem  of  keratitis  of  the  eye  caused  by 
the  herpes  simplex  virus.  Experimental  studies  also 
have  shown  that  it  can  prevent  the  induction  of 
cancer  in  animals  by  the  oncogenic  viruses.  'Wdien 
therapy  of  a patient  with  cancer  has  killed  all  exist- 
ing neoplastic  cells,  it  may  still  be  necessary  to  pre- 
vent reinduction  of  the  disease  by  an  anti-viral 
agent.  Exploration  of  (his  concept  and  the  devel- 
opment of  new  anti-viral  agents  must  occupy  a high 
priority. 
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Although  most  efforts  are  directed  toward  a 
primary  attack  on  the  cancer  cell,  the  use  of  chemo- 
therapy is  also  being  extended  to  provide  suppor- 
tive measures  for  the  surgeon  and  radiologist.  Per- 
haps the  clearest  illustration  of  this  is  in  suppres- 
sion of  the  immune  response  after  homotransplan- 
tation operations.  .\s  advancements  in  surgical  tech- 
nicpies  afford  greater  opportunities  for  organ  re- 
placement in  more  radical  procedures,  comparable 
progress  is  demanded  to  limit  the  reaction  of  the 
liost  to  this  tissue.  'I'he  elaboration  of  antibodies  re- 
{|uires  proliferation  of  competent  cells  and  thus 
several  antiueo])lastic  agents  have  found  use  as  im- 
mune sup]jressants.  Work  now  in  progress  at  Yale 
by  Dr.  S.  Kaplan,  Dr.  M.  Mitchell  and  Dr.  P.  Cala- 
bresi  is  directed  toward  improving  these  forms  of 
treatment,  particidarly  with  judicious  combina- 
tions of  agents.  The  obvious  extension  of  these 
principles  to  the  group  of  autoimmune  diseases  is 
also  under  study.  Although  much  is  known  about 
chemical  structure  and  the  biology  of  their  forma- 
tion and  action,  very  few  details  of  the  actual  ftio- 
chemical  aspects  of  antibody  synthesis  have  been 
established.  'Phis  shoidd  provide  a very  profitable 
target  for  antimetabolite  attack  and  studies  are  be- 
ginning on  this  approach. 

I he  articles  contributed  by  Dr.  R.  DeConti  and 
Dr.  C.  McDonald  illustrate  with  excellent  examples 
the  manner  in  which  pharmacological  investiga- 
tions, originally  directed  toward  the  therapy  of  can- 
cer, are  extended  to  other  defects  in  metabolism  or 
disease  states.  .Such  extensions  are  the  consequence 
of  an  effective  incisive  thinking  by  clinicians 
coupled  with  liaison  with  basic  researchers. 

khnally,  an  entirely  different  approach  to  the  con- 
trol of  leukemias  and  lymphomas  by  our  group  at 
Yale  is  based  on  what  appears  to  be  a ejuantitative 
and  possibly  even  (jualitative  difference  between 
certain  cancer  and  normal  cells.  Several  years  ago  it 
was  reported  by  Dr.  Kidd  and  Dr.  Broome  in  New' 
York  that  guinea  pig  serum  prevented  the  grow'th 
of  certain  experimental  tumors  and  that  the  active 
principle  was  the  enzyme  1-asparaginase.  Indepen- 
dently, Dr.  A.  McCoy  in  Oklahoma  and  Dr.  G. 
■ \.  Fischer  at  Yale  demonstrated  that  certain  tumor 
cells  require  the  amino  acid  asparagine  for  sus- 
tained growth  in  cidture.  Other  neoplastic  and 
normal  cells  did  not  have  this  requirement.  Thus, 


it  ajjpears  that  a nutritional  retjuirement  for  this 
amino  acid  exists  in  certain  types  of  cells.  Greation 
ol  a nutritional  deficiency  in  this  normally  non- 
e.ssential  amino  acid  results  in  death  of  the  sensitive 
cells.  Other  groups  have  begun  studies  of  the  effect 
of  purified  preparations  of  the  enzyme  asparaginase 
in  human  leukemias  but  insufficient  results  are 
available  to  make  a full  evaluation.  Inherently  this 
method  w’otild  seem  to  be  limited  to  a single  treat- 
ment since  an  antigenic  response  to  the  foreign 
protein  would  probably  follow'  a second  treatment. 
Our  approach  has  been  to  design  an  antimetabolite 
of  the  recjuired  amino  acid.  One  of  these  currently 
under  study,  5-diazo-4-oxy-norvaline  inhibits  the 
grow'th  of  asparaginase  sensitive  tumor  lines  in  cul- 
ture and  in  animals.  We  view  this  ajiproach  with 
considerable  optimism  since  the  target  is  not  nucleic 
acid  metabolism,  but  an  apparently  sjiecialized  re- 
quirement of  certain  neoplastic  cells.  predict- 
able con.sec|uence  of  this  type  of  blockade  is  that 
it  w'ould  be  much  less  likely  to  cause  toxicity  to 
rapidly  proliferating  tissues  such  as  the  bone  mar- 
row' and  intestinal  mucosa.  The  extremely  low' 
toxicity  of  this  compound  in  animals  confirms  these 
predictions.  Even  if  this  analog  is  not  successful  in 
clinical  trials,  a new'  and  exciting  lead  is  now  avail- 
able that  can  be  followed  in  the  design  of  many 
new  agents.  To  pursue  this  goal  most  effectively,  w'e 
must  probe  deeper  into  the  significance  of  this  nu- 
tritional recjuirement  and  devi.se  simple  methods 
for  detecting  those  human  tumors  which  w'ill  by 
their  metabolic  profile  be  susceptible  to  starvation 
of  the  amino  acid  asparagine  or  blockade  of  its 
function  by  antimetabolites. 

These  few'  .selected  examjjles  of  the  type  of  re- 
search currently  in  progress  at  Yale  in  the  pre- 
clinical  and  clinical  deixirtments  are  intended  to 
illustrate  some  developments  that  may  mature  in 
the  near  future  into  clinically  useful  modalities  of 
therapy.  The  next  step  in  this  process  is  the  most 
difficidt.  AVT  as  basic  scientists  are  fortunate  at  Yale 
that  the  means  are  available  to  effect  this  transla- 
tion through  the  coojieration  of  our  clinical  col- 
leagues. The  dimensions  of  the  job  are  large,  how- 
ever, particularly  in  the  selection  and  care  of  suit- 
able patients  in  adeejuate  numbers  to  do  reliable 
studies.  Our  efforts  can  be  greatly  augmented  by 
your  active  interest  and  participation  in  this  pro- 
gram. 
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I Cancer  Chemotherapy:  Current  Capabilities 

j 

Ronald  C.  DeConti,  M.D. 


I ■ Contemporary  Cancer  Chemotherapy  has  made 
great  strides  since  the  initial  clinical  trial  of  nitrogen 
mustard  in  patients  with  lymphoma  twenty-five 
years  ago.  In  the  ensuing  years,  vast  numbers  of 
compounds  have  been  tested  for  oncolytic  effects 
and  a great  many  have  been  subjected  to  study  in 
man.  As  individual  drugs  of  five  different  classes  of 
antineoplastic  agents^— alkylating  agents,  hormones, 
antimetabolites,  natural  products  and  a miscellane- 
ous group— evolved  and  were  found  to  be  beneficial 
in  man,  the  scope  of  human  neoplasms  amenable  to 
oncolytic  therapy  has  continued  to  widen.  Studies 
of  dosage  schedules  and  routes  of  administration 

O 

have  demonstrated  variations  in  therapeutic  re- 
sponse at  comparable  toxicity  and  are  gradually  re- 
sulting in  drug  regimens  with  improved  therapeutic 
indices.  Combination  therapy  comprised  of  agents 
with  different  biochemical  mechanisms  of  action, 
given  either  sequentially  or  concomitantly,  has 
demonstrated  enhanced  oncolytic  effects  in  a num- 
ber of  tumors^’^'^  and  continues  to  be  explored. 

Table  I summarizes  the  extent  to  which  patients 
with  advanced,  widely  metastatic  neoplasms  may 
currently  be  benefited  by  presently  available  anti- 
neoplastic agents.  Such  therapy  is  not  intended  to 
apply  to  primary  or  localized  neoplastic  processes 
which  are  best  treated  with  surgery  or  radiation 
therapy.  Responses  are  broadly  categorized  by  the 
frequency,  duration,  and  character  of  the  antineo- 
plastic effect  expected.  A complete  remission  is  de- 
fined as  one  in  which  all  clinical,  laboratory  or 
radiographic  evidence  of  the  neoplastic  process  has 
disappeared,  whereas  clinical  improvement  with 
some  reduction  in  the  tumor  mass  or  the  extent  of 
involvement,  but  with  evidence  of  residual  disease 
constitutes  a partial  remission.  The  agents  specified 
are  representative  of  those  producing  the  improve- 
ment, though  in  some  instances,  other  agents  have 
been  employed  with  comparable  benefit. 

In  a small  group  of  tumors,  the  occurrence  of 
long-term  survivors  in  previously  rapidly  fatal  di- 
eases has  suggested  the  possibility  of  “cure”  of  even 
widespread  metastatic  processes.  This  concept  seems 
to  have  been  well  established  for  a majority  of 
women  w'itli  trophoblastic  tumors  as  a result  of 
treatment  with  methotrexate,  actinomycin  D and 

From  the  Section  of  Oncology  arid  Cancer  Chemotherapy, 
Departments  of  Medicine  and  Pharmacology,  Yale  Uni- 
versity School  of  Medicine. 

Supported  by  Grants  (T-t  CA  5138-05,  CA  05944,  5 MOl-FR- 
00058  and  CA  8341-02)  from  the  U.S.  Public  Health  Semice. 


vinblastine,®’*’  and,  indeed,  may  apply  in  lesser  num- 
bers to  children  with  Burkitt’s  lymphoma,'^  Wilm’s 
tumor,®’®  or  acute  leukemia. The  remarkable  con- 
tribution of  cancer  chemotherapy  to  the  treatment 
of  these  childhood  neoplasms  has  so  altered  the 
natural  history  of  these  heretofore  fatal  disorders 
that  only  extended  observation  will  disclose  the 
eventual  fate  of  these  children.  In  acute  leukemia, 
at  present,  the  best  series^*^  now  indicates  a 3.5  per 
cent  five  year  survival  while  our  overall  ability  to 
control  the  process,  produce  complete  remissions 
and  extend  survival  has  progressed  steadily  as  new 
agents  have  been  developed  and  new  drug  sched- 
ules employed. 

Complete  though  finite  remissions  are  obtained 
frequently  in  a wide  range  of  chronic  myeloprolif- 
erative and  lymphoproliferative  disorders.  These 
beneficial  effects  may  often  be  sustained  for  pro- 
longed periods  and  relapses  may  be  effectively 
treated  by  appropriate  alterations  in  drug  therapy 
such  that  the  cjuality  of  survival  is  greatly  improved 
even  in  those  disorders  in  which  duration  of  sur- 
vival is  apparently  unchanged. 

Carcinomas  as  a whole  respond  less  well  to 
chemotherapy.  Response  rates  are  below  50  per  cent 
even  in  favorable  tumors;  partial  rather  than  com- 
plete remissions  are  the  rule:  and  the  duration  of 
the  beneficial  effects  achieved  by  a particular  drug 
tends  to  be  short.  However,  even  in  this  group  of 
neoplasms,  improvements  in  survival  can  be  dem- 
onstrated in  patients  exhibiting  objective  antitumor 
responses  as  compared  with  drug  failures. The 
availability  of  compounds  with  different  mechan- 
isms of  action  and  without  cross-resistance  has  in- 
creased the  likelihood  that  an  individual  patient 
may  enjoy  a response  and  further,  that  the  sequen- 
tial use  of  these  agents  may  sustain  the  response  if 
drug  resistance  develojjs.  This  flexibility  has  been 
of  demonstrable  value  in  patients  with  lymphoma 
and  is  being  emphasized  more  often  in  treatment  of 
neoplasms  of  the  breast,  ovary  and  testis. 

These  accomplishments  of  cancer  chemotherapy 
have  demonstrated  promise,  that,  as  this  scientific 
discipline  becomes  more  firmly  established  with 
advances  in  our  understanding  of  cellular  biochem- 
istry, tumor  biology,  cell  kinetics,  and  techniques  of 
drug  evaluation,  the  patient  with  cancer  will  be  still 
further  benefited. 


DR.  RONALD  C.  DECONTI,  Instructor  in  Medicine  and 
Pharmacology,  Yale  University  School  of  Medicine. 
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r.UKRFNI'  Af  Mil  \ FMIMS  OF  CANCFR  ( :1IFM  O I MFR \I>\ 


Heiiefit 

Disease 

Di  itgs 

Comments 

Ere(]uent 

'Prophohlastic  lumors 

Methotrexate,  .Artinomycin  I),  A'inhiastine 

70-80%  remissions,  prolongation  of 

complete 

life  and  probability  of  indefinite 

icinissions 

survivors. 

with 

potential 

Wilm's  tumor 

Aclinomycin  11,  A'inci istine,  .Alkylating 

Prolongation  of  life. 

cures 

agents 

Buikilt  s lymphoma 

Cyclophosjjhamide,  Methotrexate, 
A’incrisl  ine 

•Some  apparent  cures. 

.Acute  leukemia  of 

Piednisone,  Vincristine,  0-Mercaptopurine 

Increasing  prolongation  of  life,  with 

( hi  Id  ten 

Methotrexate,  Cyclojihosphamide 

a few  0 year  survivors. 

Erecpient 

Prostatic  carcinoma 

Estrogi'iis,  Prednisone 

Prolongation  of  life. 

complete 

1 t'luissious 

CliTonic  mvelocytic 

Bush  1 fan.  ()-Merca|>iopnrine, 

!10%  res|iomlers  hut  increased  sur- 

or 

leukemia 

Cyclophosphamide 

vival  douhtfiil. 

control 

of 

Chronic  lymphocytic 

Chlorambucil.  Cvciophosphamide, 

Probable  pi  olongation  of  life. 

neoplastic 

leukemia 

Prednisone 

processes 

Polycythemia  veia 

Busulfan,  Chlorambucil 

Probable  prolongation  of  life. 

1 lodgkin  s disea.se 

Alkvlaling  agents,  A'inhiastine,  Prednisone 
1 hen/mel  hyzin* 

1)0-80%  remissions,  often  prolonged 
with  good  responses  to  subsequent 
lhera])y. 

Mvcosis  fungoides 

.Alkylating  agents.  Methotrexate, 
6-.Azauridine* 

Resjionses  related  to  stage  of  disease. 

I.vmphosarcoma 

.Alkylating  agents,  A'inci  istine.  Prednisone 

Di.sease  often  indolent,  easily  con- 
trolled. 

Lfss  Rflinilum  cell  saicoina 

Ireqiient 
complete 

remissions  Neuroblastoma 

but 

frccjueiit 

partial  Breast  caicinoma 

remissions 


Alkylating  agents,  \ inblastine,  \'incrisline 
Prednisone 

\'incristine  &;  Cyclojihosphamide 

Estrogens,  Androgens,  Prednisone 
luorouracil,  Cyclopbosphamide, 
Methotrexate,  \’inblastine 


Remissions  usually  short,  difficult  to 
maintain, 

•Stibstantial  benefit  with  combina- 
tion tlierapy. 

Results  with  each  therapy  directly 
related  to  menopausal  state,  age,  and 
organ  involvement.  Value  of  cyto- 
toxic agents  increasingly  appre- 
ciated. 


Ovarian  carcinoma  .Alkylating  agents,  .^)-Fluorouracil 


•10-.'j0%  responders  in  some  .series. 
Wide  variety  of  agents  useful. 


Mtdliple  myeloitia 


Melphalan.  Cyclophos|)hamide,  Predni.sone  Marked  symptomatic  improvement 
I'estosterone  |)o.ssihle. 


Endometrial  carcinoma  Progestational  agents 


responders;  some  com]dete  re- 
missions. 


Head  & Neck  tumors  Methotrexate 


New  scheduling  may  improve  fre- 
(|uency  and  duration  of  response. 
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Taulk  I (Continued) 


Benefit 

Disease 

Drugs 

Comments 

.-Vdrenal  carcinoma 

O.p’DDD 

34%  responders;  median  duration 
7 months. 

Testicular  tumors 

Alkylating  agetUs,  Actinomycin  1), 
Mithramycin* 

Response  dcqrends  on  cell  type. 
Mithramycin  useful  iti  embryonal 
cell  carcinoma. 

Partial 

Rhabdomyosarcoma 

.Actinomycin  1),  Cyclophosphamide, 

Occasional  dramatic  response. 

responses 

less 

A'iticristine 

freqtient 

or 

short 

lived 

Gastric  carcinoma 

5-Fluorouracil 

20%  responders. 

Large  bowel  carcinoma 

5-FIuorouracil 

20%  responders. 

.Acute  leukemia  of  aditlts 

6-Merca]Jtopurinc,  Prednisone,  Vincristine 

Imjrroved  results  with  multiple 

Cyclophosjthamide,  Methotrexate,  Cytosine 
.Arabitioside* 

dntg  therajn'.  Early  data  with 
Cytosine  Arabitioside  encouraging. 

Benelil 

Brotichogenic  cat  ci noma 

No  agent  of  demonstrated  sitperiority 

Largely  symptomatic  relief  oniv. 

rare 

or 

Soft  tissite  sarcomas 

No  agent  of  demonstrated  superiority 

% useful  responses  small,  variable 

transient 

Pancreatic  carcinotna 

No  agent  of  demonstrated  superiority 

% useful  responses  small,  variable 

Renal  caicinoma 

No  agent  of  demonstrated  sitperiority 

% ttseful  resjronses  small,  varialtle 

Malignant  melanoma 

No  agent  of  demotistratcd  superiority 

% useful  responses  small,  variable 

Carcinoma  of  cervix 

No  agent  of  demonstrateil  superiority 

% ttseful  respotises  small,  variable 

For  investigational  use  only. 
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New  Approaches  To  Chemotherapy  Of  Leukemia 
And  Epidermoid  Carcinoma 

W.  M.  Hryniuk  and  J.  R.  Bertino 


■ Leukemia,  especially  the  acute  type  in  adults, 
coutinues  to  have  a dismal  prognosis.  Endeavors  to 
imjjrove  treatment  lesidts  have  included  (a)  the 
testing  of  new  drugs;  (b)  more  thorough  investiga- 
tion of  close  schedules  for  agents  in  current  use; 

(c)  use  of  drugs  in  cond)ination  and  cycles; and 

(d)  extracorporeal  irradiation.'^  The  first  two  and 
especially  the  .second  of  these  approaches  has  been 
stimulated  by  the  recent  findings  of  Skipper  and  his 
colleagues®'^*^’  and  Bruce  et  al.^^  These  workers, 
using  animal  tumours  and  leukemias  as  model  sys- 
tems coupled  with  methods  for  precisely  cpiantita- 
ting  responses  to  different  drugs  and  dosages,  have 
shown  that  proper  selection  of  therapy  schedules 
can  mean  the  ditierence  between  partial  resjronse 
and  cure.  Not  only  can  drugs  such  as  Methotrexate 
(M  I X)  pixnluce  cures  of  aidnial  tumours  but  so 
also  can  certain  newer  analogues  such  as  Cytosine 
Arabinoside,  if  properly  used. 

Taking  note  of  these  develo]mients  ,the  Oncol- 
ogy-Chemotherapy and  Hematology  Ebdts  at  the 
'S'ale-Nerv  Haven  Medical  Center,  in  conjunction 
with  the  Department  of  Pharmacology,  have  under- 
taken a re-evaluation  of  therapy  schedules,  with 
emphasis  on  one  agent— methotrexate.  At  the  same 
time,  clinical,  pharmacological  and  biochemical 
studies  of  several  new  agents,  in  particular,  cytosine 
arabinoside  and  dichloromethotrexate,  are  under- 
way. Advantage  is  being  taken  of  the  extensive 
facilities  available  for  supportive  care  of  the  pa- 
tients being  studied  and  treated.  Beneficial  results 
are  accumulating  which  encourage  such  an  ap- 
proach. Recent  developments  relating  to  the  role 
of  ^^^X  in  chemotherapy  may  serve  to  illustrate 
these  concepts. 

.Vminopterin,  a folate  antogonist  now  supplanted 
by  M'EX,  was  the  first  antimetabolite  to  be  applied 
on  a rational  basis  and  found  to  have  a beneficial 
elfect  in  the  treatment  of  neoplastic  disease  in 
maii.^-  Eable  I summarizes  the  antitumour  spec- 
trum that  has  evolved  for  folate  analogues  since 
1949.  Not  listed  are  malignancies  that  occasionally 
respond  to  therapy  with  MI  X,  e.g.,  bladder  cancer. 

Department  of  Medicine  and  Pharmacology,  Yale  Univer- 
sity School  of  Medicine. 

Supported  by  Grants  CA  OSOIO,  CA  5138  and  C.4  08311 
from  U.  S.  Public  Health  Service  and  by  Grant  T-103  from 
the  American  Cancer  Society. 


Table  I 

Neopla.sms  Resi'onsue  to  Methotrexate 


NEOPr.ASM 

RF.SUI.TS  OF  TREATMENT  REFERENCE 

Leukemia 

.Acute  Lymphoblastic 

30-50%  complete  and 

(13) 

.Acute  Myeloblastic 

partial  remissions 
10-20%  complete  and 

(14) 

Trophoblastic  Tumors 

partial  remissions 
50%  5 year  “cure” 

(15) 

Breast  Carcinoma 

by  Methotrexate 
20-40%  objective  response 

(16) 

Fipidermoid  Carcinoma 
Head  and  Neck 

30-50%  objective  response 

(17-19) 

Lung 

30-50%  objective  response 

(20,21) 

Burkitt’s  Lympboma 

20%  “cure” 

(22) 

carcinoma  of  the  gastrointestinal  tract,  reticulo- 
endothelioses,  soft  tissue  sarcomas,  etc.  The  point  to 
be  emphasized  is  that  within  each  group  of  malig- 
nancies where  careful  systematic  explorations  of 
dose  schedules  have  been  conducted,  results  have 
been  further  im|)roved,  sometimes  dramatically. 
Four  examjjles  are  given  below. 

(1)  Approximately  50  per  cent  of  patients  with 
trophoblastic  disease  can  be  “cured”  (i.e.,  5 years 
survival  without  evidence  of  disease)  with  high- 
dose  daily  treatment  (20-.S0  mg/day  x 5 days)  with 
MTX  used  alone,  when  the  drug  is  given  in  re- 
peated courses  to  tolerance. Since  this  schedule 
has  been  so  effective,  no  comparative  studies  of  al- 
ternate schedules  have  been  reported.  Lest  it  be 
concluded  that  MTX  has  some  unitpie  action 
against  trophoblastic  disease,  it  must  be  pointed  out 
that  Actinoniycin  I)  can  by  itself  also  cure  50  per 
cent  of  patients  with  the  same  disease. 

(2)  It  now  appears  likely  that  some  “cures”  of 
children  with  Burkitt’s  lymphoma  have  been  pro- 
duced with  ALEX  used  in  this  manner  whereas 
small  daily  oral  doses  were  much  less  effective. 

(3)  'Lite  advantages  of  high  dose  intermittent 
therapy  over  repeated  low'  oral  doses  became  es- 
pecially evident  from  the  studies  of  Leukemia 
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Group  B .23  'When  MTX  was  used  to  maintain  re- 
mission after  initial  induction,  the  median  dura- 
tion of  remission  was  12  weeks  when  the  drug  was 
gi\en  daily  by  mouth  in  small  doses.  In  contrast, 
the  median  duration  of  maintained  remission  was 
50  -weeks  if  MTX  30  mg/M^  was  given  I.M.  twice 
■weekly.  Further  studies  have  demonstrated  that 
these  large  intermittent  closes  may  be  given  by 
mouth  with  approximately  the  same  results.* 

(4)  In  carcinoma  of  the  lung^o.si  and  of  the  head 
and  necki®  large  (0.8  mg/kg)  doses  of  MTX  given 
at  3-4  day  intervals  have  produced  clinically  signi- 
hcant  tumour  regression  in  30-50%  of  patients 
treated.  Although  these  studies  suggest  that  this 
dose  schedule  is  an  improvement  over  previously 
used  schedules,  a randomized  prospective  study  is 
required  to  prove  that  these  results  are  better  than 
could  be  achieved  by  daily  small  dose  oral  or  5-day 
courses  of  I.V.  MTX.  Whereas  these  studies  were 
done  in  patients  with  recurrent  carcinoma  not 
amenable  to  radiation  therapy  or  surgery,  several 
studies  are  now  in  progress  that  combine  radiation 

therapy  with  MTX  administration. Although 

it  is  the  impression  that  concomitant  or  pre-treat- 
ment with  MTX  of  patients  receiving  radiation 
therapy  increases  the  cure  rate  in  drug-responsive 
indivicluals  this  approach  has  not  yet  been  demon- 
strated to  produce  more  5 year  survivors  than 
radiation  therapy  alone.  Attempts  to  improve  surgi- 
cal results  by  pre-treatment  with  MTX  would  also 
be  worth  investigating. 

Leucovorin®t  "Rescue" 

MTX  blocks  the  conversion  of  folic  acid  to  its 
reduced,  physiologically  active  forms.  One  of  these 
is  required  for  the  synthesis  of  thymidylate,  a com- 
pound pre-requisite  for  DNA  replication  prior  to 
mitosis.  Leucovorin®,  a stable,  reduced  form  of  folic 
acid,  will  allow  the  cell  to  bypass  the  MTX-induced 
block  if  given  just  before,  simultaneously,  or  soon 
after  MTX.  Several  years  ago  Sullivan^'*^  first  gave 
leucovorin®  sidacutaneously  to  patients  receiving 
MTX  intra-arterially,  thus  protecting  against  the 
systemic  effects  of  the  folate  antagonist.  It  is  now 
well  established  that  leucovorin®  does  indeed  pro- 
tect against  systemic  MTX  toxicity,  thus  allowing 
much  more  antifolate  to  be  given  intra-arterially. 
However,  whether  the  same  results  might  be  ac- 
complished by  the  use  of  small  amounts  of  intra- 
arterial MTX  has  not  yet  been  established. 

An  even  more  promising  use  for  leucovorin®  is 
based  on  the  animal  studies  of  Goldin  et  al. 28.29  jf 
leucovorin®  is  administered  to  mice  bearing  11210 
leukemia  at  an  appropriate  intenal  after  (12-24 
hours)  very  large  closes  of  MTX,  MTX  toxicity  is 
prevented  but  the  anti-leukemic  activity  is  pre- 

*  J.  Holland,  personal  communication. 

t folinic  acid,  Lederle 


served.  In  fact,  some  animals  can  be  cured  of  the 
leukemia  by  this  method  of  therapy,  since  doses  of 
MTX  can  be  used  which  would  otherwise  be  lethal 
for  the  host.  Clearly  this  is  an  increase  in  therapeu- 
tic index. 

Similar  attempts  to  improve  the  therapeutic  in- 
dex of  MTX  in  patients  with  leukemia®*’  and  head 
and  neck  cancer®^  ®2  have  been  initiated  and  show 
promise.  In  our  limited  studies  to  date,  six  of  seven 
patients  with  acute  leukemia  have  achieved  partial 
or  complete  remission  with  large  dose  intermittent 
MTX  therapy  followed  by  leucovorin®  “rescue.” 

There  are  obviously  several  cpiestions  to  be  raised. 
Why  should  the  dosage  regime  be  so  important  in 
determining  the  outcome  of  therapy?  Furthermore, 
if  one  regime  is  curative  in  a certain  proportion  of 
cases,  might  not  better  results  be  obtained  with  yet 
another  regime?  What  would  be  the  resrdts  with 
“ideal”  regimes  in  humans?  How  coidd  an  antidote 
to  an  antitumor  agent  protect  the  host  and  not  the 
tumour  from  the  effects  of  the  agent?  Answers  to 
these  questions  are  being  sought  eagerly,  for  with 
these  answers  will  come  new  insight  into  the  ex- 
ploitable difference(s)  between  normal  and  malig- 
nant cells.  It  would  appear,  at  least  in  animal  sys- 
tems, that  these  differential  and  paradoxical  effects 
may  be  based  on  a complex  interplay  between  the 
tumour,  the  host  and  the  drug. 

At  present,  at  least  four  factors  have  been  found 
to  be  important  in  understanding  the  action  of 
chemotherapeutic  drugs,  in  addition  to  the  bio- 
chemical mode  of  action:  (a)  the  proportion  of  the 
total  population  of  malignant  vs.  host  cells  enter- 
ing different  stages  of  the  cell  cycle  i.e.,  Gj,  S,  G2, 
M,*  for  any  selected  time  span,  and  the  duration 
of  each  of  these  stages;  (b)  the  part  of  the  cell  cycle 
during  which  a given  drug  is  most  injurious  to  a 
cell  (normal  or  malignant);  (c)  the  dose  of  the  drug 
recpiired  to  achieve  maximum  (minimum)  effect  on 
each  susceptible  malignant  (normal)  cell;  (d)  the 
duration  for  which  this  dose  must  be  administered 
to  achieve  maximum  (minimum)  exposure  to  the 
population  of  malignant  (normal)  cells.  From  a de- 
tailed knowledge  of  these  factors  in  animal  systems, 
it  becomes  possible  to  predict  the  requirements  for, 
and  then  to  achieve  a cure  of,  the  malignant  disease 
and  be  left  with  a normal  animal.  In  humans  at 
present  no  such  model  can  be  constructed  for  lack 

* The  difFereiU  stages  of  the  cell  cycles  are  defined  as 
follows: 

M 1=:  mitosis. 

Gi  = period  after  mitosis  but  before  DNA  synthesis  can 
be  detected. 

S = period  during  which  the  cell  synthesizes  DNA,  in 
preparation  for  mitosis. 

G2  = period  following  completion  of  DNA  synthesis  but 
before  mitosis  is  initiated. 
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ol  detailed  knowledge  ol  most  oi  these  variables 
since  reliable  tecbnicjiies  tor  obtaining  this  informa- 
tion are  not  available. 

Methotrexate  is  uni(|ue  among  the  clinically 
useful  antitumour  agents.  Not  only  is  there  a 
specific  antidote  for  clinical  and  experimental  use 
l)ut  its  biochemical  mechanism  of  action  is  most 
fully  (though  not  completely)  understood  and  ex- 
(pnsitely  sensitive  and  accurate  assay  methods  for 
its  actual  presence  in  and  effects  on  tissue  have  been 
worked  out.^^'^^  Thus  apart  from  its  proven  anti- 
tumor activity  and  sjK'ctrum,  it  affords  a uniejue 
tool  to  ex[)lore  some  of  the  basic  aspects  of  human 
malignant  disease  alluded  tf)  above.  In  this  sense, 
intensive  study  of  individual  patients  receiving  the 
ilrug  in  new  regimens  compliments  the  large-scale 
clinical  studies  of  these  same  regimes. 

For  example,  studies  currently  in  progress  in- 
dicate that  for  a given  dose  of  the  drug  in  vitro, 
effects  of  M'T'X  on  human  leukemia  cells  can  be 
correlated  well  with  the  subsetpient  iji  vivo  effects 
on  the  same  leukemia  cells— not  only  in  biochemical 
but  also  in  clinical  terms.  Thus  in  sensitive  cells  the 
target  enzyme*  is  blocked  and  the  cells  cannot  syn- 
thesize DNA  in  vitro  in  the  presence  of  the  ap- 
propriate level  of  MTX  whereas  resistant  cells  can. 
The  same  level  of  Md'X  achieved  in  the  patient 
produces  the  same  result— i.e.,  the  synthesis  of  DN.V 
in  cells  harvested  during  therai)y  is  either  blocked 
(sensitive)  or  not  (resistant)  or  partially  blocked 
(partial  response).  Furthermore,  these  effects  cor- 
rectly predict  whether  or  not  the  leukemia  will 
respond  clinically  to  the  drug,  at  least  on  a short 
term  basis. 

Obviously,  these  tests,  if  they  prove  reliable,  may 
have  several  benefits: 

(1)  the  capability  to  precisely  predict  responsive- 
ness to  therapy  at  different  doses— this  would  con- 
fer great  advantage  to  the  chemotherapist  before- 
hand. 

(2)  the  potential  to  rationally  alter  the  regime 
during  treatment  to  continuously  obtain  maximum 
elfect  within  the  bounds  imposed  by  toxicity  (re- 
versed or  prevented  by  leucovorin®). 

{$)  the  op[)ortunity  to  study  human  leukemia  in 
serial  fashion  to  detect  the  presence  of  and  the 
basis  for  resistance  to  an  antimetabolite  at  the  bio- 
chemical level  in  humans.  This  has  so  far  eluded 
workers  in  cancer  research  and  treatment. 

New  Drugs 

Two  new  com])ounds  are  being  evaluated  for 
anti-leukemic  activity  at  this  medical  center,  cy- 
tosine arabinoside  and  dichloromethotrexate.  I'he 
latter  drug  has  received  limited  clinical  trials,  based 
on  very  encouraging  results  obtained  in  the  LI2I0 

* (liliydiofolatc  icclucta.se. 


murine  leukemia  screen. Unlike  methotrexate, 
this  ilrug  is  extensively  metabolized  in  man,  pri- 
marily by  a liver  enzyme  called  aldehyde  oxidase;^*’ 
therefore,  this  drug  may  possess  advantages  over 
methotrexate  for  intrathecal,  intra-arterial  and  in- 
tra-cavitary  administration.  For  example,  when  pa- 
tients with  hepatomas  are  infused  with  this  drug 
via  the  hepatic  artery,  the  normal  liver  can  inac- 
tivate the  drug  while  the  hepatoma  may  not  be 
able  to  carry  out  this  detoxification  and  thus  be 
exposed  to  high  levels  of  active  antimetabolite. 

Cytosine  arabinoside,  a cytosine  analog,  has  been 
shown  to  po.ssess  activity  in  acute  myelogenous  leu- 
kemia in  adults,  as  well  as  in  children  with  acute 
lymphatic  leukemia,  refractory  to  conventional 
therapies.2'^'^®  Investigations  of  the  mode  of  action 
of  this  drug  at  the  biochemical  level,  as  well  as  an 
evaluation  of  neiv  dosage  schedules  and  drug  com- 
binations are  in  progre.ss.  These  early  residts  have 
been  most  encouraging,  and  this  new  chemothera- 
peutic agent  promises  to  be  a valuable  new  agent  in 
the  treatment  of  leukemia. 
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Antitumor  Drugs  In  Diseases  Of  The  Skin 


Charles  J.  McDonald,  M.D. 

■ The  treatment  of  skin  diseases  with  cheniothera- 
pentic  agents,  designed  primarily  for  the  treatment 
of  malignant  visceral  disease,  is  not  entirely  new. 
^'et,  only  in  the  last  10  years  has  there  been  a genu- 
ine interest  demonstrated  by  clinical  pharmacolo- 
gists and  dermatologists  in  those  chemotherapeutic 
agents  having  chemical  properties  which  make  them 
especially  usefid  in  the  therajiy  of  proliferative 
(benign  or  malignant),  viral  and  autoimmune  dis- 
eases of  the  skin.i"‘ 

The  following  discussion  will  be  limited  to  two 
dermatologic  diseases  and  the  chemotherapeutic 
agents  used  to  treat  those  diseases.  Pseniasis  is  an 
example  of  a benign  proliferative  disorder  of  the 
skin  that  is  treatable  with  cancer  chemotherapeutic 
agents.  Mycosis  fungoides  is  an  example  of  a malig- 
nant disease  of  the  lympho-reticular  system  that 
alfects  the  skin  primarily,  and  can  be  treated  with 
moderate  degrees  of  success  using  the  same  chemo- 
therapeutic agents. 

Psoriasis 

Description:  Psoriasis  is  a chronic,  occasionally 
acute,  inllamniatory  disease  of  the  skin  that  affects 
about  3%  of  the  population  of  this  country.  The 
skin  eruption  is  usually  symmetrical  and  has  a 
predilection  for  the  extensor  surfaces  of  the  ex- 
tremities, especially  about  the  elbows  and  knees, 
rhe  scalp,  nails,  genitals  and  other  body  areas  are 
often  involved.  The  typical  lesion  is  a red-brown, 
flat  papule  or  circumscribed  plaque  of  variable 
size  that  is  slightly  infiltrated  and  covered  with 
silvery-white,  imbricated  scales.  In  most  patients 
psoriasis  remains  limited  to  several  coin  sized  areas 
scattered  over  the  body.  However,  in  a fairly  large 
number  of  patients  the  disease  is  cpiite  extensive, 
and  in  some  it  may  involve  the  entire  body  surface. 
Psoriasis  tends  to  have  seasonal  recurrences,  and 
like  many  other  diseases  of  the  skin  may  be  in- 
fluenced by  emotional  trauma. 

In  15  to  20%  of  patients  with  psoriasis  there  is 
an  associated  polyarticular  arthritis.  The  small 
joints  of  the  hands  and  feet  are  most  often  involved; 
this  is  particularly  true  of  the  distal  interphalangeal 
joints.  In  a significant  number  of  patients,  larger 
joints  of  the  cervical  spine,  sacrum,  and  shoulder 
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and  pelvic  girdles  may  be  affected.  As  the  arthritis 
progresses  with  time  severe  joint  deformities  occur. 
The  skin  and  joint  manifestations,  singly,  or  in 
combination  are  often  severe  enough  to  cause  crip- 
pling and  comjdete  debilitation  of  the  patient. 

Investigations  by  Van  Scott  and  Ekel  have 
demonstrated  that  p,soriasis,  in  addition  to  being 
an  inflammatory  disease,  is  also  a disease  charac- 
terized by  celhdar  hyperplasia.^  There  is  evidence 
of  an  increase  in  the  mitotic  activity  of  epidermal 
cells,  and  a reduction  in  epidermal  cell  transit  time, 
i.e.,  the  amount  of  time  required  by  an  epidermal 
cell  to  travel  from  the  region  of  the  basal  cell  layer 
to  the  keratinized  layer  of  cells  in  the  epidermis. 

Treatment:  Local.  Therapy  for  psoriasis  is  quite 
variable,  and  it  must  be  individualized.  The  disease 
may  remit  as  a result  of  therapy;  often  it  will  dis- 
appear spontaneously.  However,  in  most  cases  fre- 
(pient  recurrence  is  a definite  probability.  In  mild 
cases,  apj)lications  of  topical  corticosteroids  or  tar 
preparations  are  sufficient  to  control  the  disease.  In 
moderately  severe  cases,  twice  daily  applications  of 
tar  and  controlled  exposure  to  ultraviolet  light 
often  cause  a remission  of  disease.  In  the  severe, 
uon-responsive  cases  other  methods  of  therapy  may 
be  required,  as  soft  x-rays  and  antimetabolites. 

Antimetabolites.  In  1953  a small  group  of  derma- 
tologists began  using  the  folic  acid  antagonist 
aminopterin  in  severe  recalcitrant  forms  of  psori- 
asis.^^ As  would  be  expected,  toxic  reactions  were 
observed  in  a large  percentage  of  patients.  How- 
ever, large  numbers  of  deaths  as  rumored,  were  not 
recorded.  In  fact,  two  of  four  deaths  reported  in 
the  literature  were  not  directly  related  to  drug 
therapy,  but  were  probably  related  to  associated 
disease  states.®’" 

Ill  1958,  Edmundson  and  Guy  used  methotrexate 
(amethopterin)  instead  of  aminopterin,  believing 
that  the  therapeutic  index  of  methotrexate  was 
much  greater.®  In  early  1964  Van  Scott  and  Auer- 
bach described  an  intravenous  technique  us- 
ing methotrexate  in  severe  psoriasis.®  Also,  in  1964, 
Turner  and  Calabresi  described  preliminary  ob- 
servations using  the  orotidylate  decarboxylase  in- 
hibitor triacetyl-6-azauridine.i® 

AVhat  is  the  rationale  for  the  use  of  antimeta- 
bolites in  the  treatment  of  psoriasis?  Antimetabolic 
drugs  are  drugs  that  inhibit  nucleotide  synthesis. 
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All  living  mammalian  cells  require  niicleoprotein 
for  the  transmission  of  hereditary  factors,  and  for 
cell  growth  and  reproduction.  Any  abnormality  in 
the  mechanism  of  niicleoprotein  formation  is  fol- 
lowed by  alterations  in  cell  growth  and  reproduc- 
tion. Nucleic  acids  are  the  primary  constituents  of 
niicleoprotein,  and  are  formed  either  through  the 
de  novo  synthesis  of  purine  and  pyrimidine  nucleo- 
tides, or  through  the  intracellular  formation  of 
purine  and  pyrimiiline  nucleotides  from  performed 
purine  and  pyrimidine  bases.  Cells  from  malignant 
neoplasms  and  psoriatic  epidermis  require  large 
quantities  of  niicleoprotein.  Oral  and  gastroin- 
testinal mucosa,  hair  matrix  and  normal  bone  mar- 
row also  require  large  quantities  of  nucleoprotein. 
Cells  in  the  normal  tissues  and  in  the  disease  states 
above  are  required  to  synthesize  the  huge  quanti- 
ties of  nucleotides  needed  for  use  in  nucleic  acid 
formation.  It  is  observed  that  these  cells  both  nor- 
mal and  abnormal  are  most  sensitive  to  anti-meta- 
bolic drugs. 

Methotrexate  (amethopterin).  In  the  de  novo  syn- 
thesis of  ptirines,  tetra-hydrofolic  acid  acts  as  a 
donor  of  one  carbon  units  to  the  purine  base  ring 
structure.  Tetrahydrofolic  acid  is  formed  from  the 
reduction  of  folic  acid,  by  the  enzyme  folate  re- 
ductase. Methotrexate  competitively  inhibits  this 
reaction.il  Folate  reductase  has  an  affinity  for 
methotrexate  which  approximates  100,000  times  its 
affinity  for  folic  acid.  Hence,  methotrexate  com- 
bines with  all  of  the  available  folate  reductase  in 
the  cell  leaving  none  to  catalize  the  conversion  of 
folic  acid  to  tetrahydrofolic  acid.  There  results  a 
concomitant  reduction  in  purine  nucleotide  syn- 
thesis. In  the  biosynthesis  of  the  pyrimidine  nucleo- 
tide thymidilic  acid  from  uridylic  acid,  one  carbon 
unit  transfer  is  also  mediated  by  tetrahydrofolic 
acid. 

Methotrexate  may  be  given  parenterally  or  by 
mouth.  When  taken  orally  it  is  absorbed  erratically 
and  incompletely.  Oral  absorption  is  related  to  the 
dosage  of  drug  administered  and  the  status  of  the 
gastrointestinal  mucosa.  Prolonged  periods  of  drug 
administration  cause  changes  in  the  gastrointestinal 
mucosa  which  may  lead  to  abnormalities  in  drug 
absorption.  Orally  administered  methotrexate  is 
absorbed  slowly  and  excreted  slowly  thereby  pro- 
longing the  period  of  contact  between  cell  and  drug, 
thus  increasing  the  toxic  manifestations  of  the  drug. 
There  are  no  absorption  difficulties  associated  with 
parenteral  drug  administration. 

Methotrexate  excretion  depends  primarily  on  the 
amount  of  drug  administered,  the  route  of  ad- 
ministration and  the  kidney  function  status.  A 
large  dose  of  drug,  given  orally  or  parenterally,  is 
excreted  mostly  unchanged  by  the  kidneys.  85%  of 
an  intravenous  dose  is  excreted  in  the  urine  6 
hours  later,  whereas  twelve  hours  is  necessary  for 


the  similar  recovery  of  an  orally  administered  dose 
of  drug.  The  remaining  15%  is  excreted  sometime 
later,  mostly  in  the  feces.  Methotrexate  is  not 
known  to  be  incorporated  into  cellular  constituents. 

Drug  toxicity  is  manifest  by  tissues  which  are 
characterized  by  high  rates  of  mitotic  activity  and 
correspondingly  elevated  rates  of  metaliolism,  such 
as  bone  marrow,  oral  and  gastrointestinal  mucosa, 
and  hair  matrix.  Bone  marrow  toxicity  is  particu- 
larly important  and  is  probably  the  major  limiting 
factor  in  the  use  of  metustrexate.  It  is  manifest 
by  a ilrop  in  the  jJeripheral  white  count  4 to  7 days 
after  the  drug  is  given,  a drop  in  the  reticulocyte 
count  in  two  to  seven  days,  and  a reduction  in  the 
platelet  count  five  to  twelve  days  after  drug  ad- 
ministration. When  oral  mucosal  lesions  occtir,  they 
appear  to  be  a result  of  an  inhibition  of  mitotic 
activity  and  of  cellular  replication  without  replace- 
ment of  rapiilly  desquamated  cells.  Studies  of  cell 
kinetics  in  the  oral  cavity  and  upper  gastrointestinal 
mucosa  in  man  indicate  a cell  turnover  time 
which  approximates  that  of  psoriatic  epidermis. 
The  measiireil  replication  rate  of  the  hair  matrix 
is  about  24  hours.  Four  to  hve  days  after  a single 
large  dose  of  methotrexate,  the  hair  bulb  on  his- 
tologic examination  looks  markedly  atrophic.  In  the 
absence  of  a second  immediate  insult  there  is  a 
rapid  resumption  of  normal  hair  growth.  If  the 
insult  is  severe  or  is  rapidly  repetitive,  a marked 
constriction  will  appear  in  the  hair  shaft  corres- 
ponding to  the  time  of  the  insult,  or  complete  cessa- 
tion of  hair  growth  at  the  hair  matrix  will  occur. 
Temporary  alopecia  can  result  from  fracture  of  the 
hair  shaft  at  the  constriction  or  from  the  com- 
plete ce,ssation  of  hair  growth  in  the  hair  matrix. 

Other  toxic  effects  of  methotrexate  have  been  re- 
ported; most  have  been  poorly  documented.  These 
have  included  transitory  rises  in  BSP  retention  and 
transitory  elevations  in  SCOT  levels. One  case 
of  periportal  fibrosis  of  the  liver,  similar  to  that  ob- 
serveil  in  chiklren  with  acute  leukemia  given  me- 
thotrexate, has  been  reported,  however,  this  case 
was  poorly  documented.!^  Many  deaths  have  been 
rumored  in  psoriatic  patients  given  methotrexate 
therapy;  few  have  been  reported. " Death  has  been 
attributed  to  gastrointestinal  bleeding  secondary  to 
ulceration  of  the  gastrointestinal  tract,  and  to  com- 
plete Iione  marrow  suppression  with  subsequent 
overwhelming  bacterial  infection.  Most,  if  not  all, 
of  these  complications  have  occurred  in  patients 
given  oral  or  parenteral  medication  at  dosage  levels 
that  were  too  large  or  given  for  too  long  a perioil 
of  time  without  adequate  supervision.  All  toxic 
manifestations  are  usually  reversible  wheti  drug 
therapy  is  terminated. 

To  reduce  the  number  of  complications,  patients 
treated  in  the  psoriasis  chemotherapy  clinic  of  the 
Yale-New  Haven  Medical  Center,  are  given  com- 
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plete  hematologic,  hepatic  and  gen itotiii nary  ex- 
aminations prior  to  institution  ol  theiapy.  Patients 
loinul  to  have  a compromise  ol  either  ol  these  sys- 
tems aie  treated  accordingly.  It  is  most  important 
that  patients  treated  with  methotiexate  have  good 
renal  lUnction,  hecatise  the  major  portion  ol  ati 
ailministeied  dose  ol  drug  is  excreted  via  the  kid- 
neys. Prior  to  the  administration  ol  each  parenteral 
dose  ol  drug  a white  blood  count  is  taken.  Any  pa- 
tient showing  signs  ami  symptoms  ol  inlection  or 
having  abnormally  low  white  blood  counts  are 
omitted  from  treatment.  Liver  and  renal  function 
studies  are  repeated  at  appropriate  intervals.  Pa- 
tients ott  oral  therapy  are  given  no  more  than  a 
two  week  supply  of  drug.  Parenteral  drug  is  given 
at  intervals  and  in  amounts  sufficient  to  kee]>  the 
patient  comfortahle  and  functioning  at  or  near 
normal  capacity.  I'hese  precautions  have  kept  the 
incidence  of  drug  toxicity  to  an  ahsohite  mitiimum. 

6-azauricUne.  'Lite  development  of  (i-a/atiridine 
as  a potential  agent  for  the  therapy  of  neoplastic 
tliseases  iti  man  culminated  approximately  7 years 
of  fundamental  research  in  the  Laboratories  of 
Pharmacology  at  Vale  Ihiiversity  and  the  Organic 
and  Biochemical  Institute  in  Prague,  Czechos- 
lovakia.'^ The  same  number  of  years  have  been 
spent  itt  clinical  investigations  of  this  drug. 

I he  princijjal  action  of  6 azauridine  in  mam- 
malian systems  is  the  intracellular  inhihition  of 
pyrimidine  nucleotide  synthesis.  The  s}jeciftc  site 
of  the  inhibition  is  the  enzyme,  orotidylate  decar- 
boxylase, which  forms  uridylic  acid  from  the  ri- 
bonucleotide of  orotic  acid  in  the  de  noxiu  pyri- 
midine biosynthetic  jxithway.'^  The  metabolically 
formed  5'  phosphate  of  6-azauridine,  i.e.,  azauridy- 
lic  acid,  competitively  limits  the  access  of  the  nor- 
mal sidtstrate  orotidylic  acid  to  this  enzyme.  'Lhis 
inhibition  in  turn  inhibits  the  sytithesis  of  nucleic 
acids. 

Azauridine  when  administered  orally  as  the  tri- 
acetyl form  is  rapidly  absorbed  frotn  the  gastroin- 
testinal tract.  H0%  of  an  orally  administered  dose 
is  converted  by  the  gastrointestinal  mucosa  to  the 
active  form  (i-azauridine.  15%  is  absorbetl  and  ex- 
creted as  the  monoacetyl  form,  and  5%  is  absorbed 
and  excreted  as  the  unchanged  triacetyl  form.'*' 
95%  of  an  orally  administered  do.se  is  excreted  8 
hours  after  ingestion;  the  remainder  is  excreted 
over  a 21  to  48  hour  period.  I'he  drug  does  not  ac- 
cumulate appreciably  in  body  tissues. 

Triacetyl-()-azatiridine  has  relatively  few  toxic 
manifestations.  Leucopenia,  thrombocytopenia,  hair 
loss,  gastrointestinal  symptoms,  and  oral  aphthous 
ulcerations  are  not  manifestations  of  6-azauridine 
toxicity.  Liver  and  kidney  function  abnormalities 
have  not  beeti  detectetl.  The  most  common  toxic 
manifestation  observed  to  date  is  a mild  to  moder- 
ate reduction  in  hematocrit  and  red  cell  count  that 


is  alleviated  by  cessation  of  therapy  or  reduction  in 
drug  dosage.  Very  infretpiently,  patients  manifest 
signs  and  sym])toms  of  cetitral  nervous  system 
toxicity.  1 hey  may  exhibit  drowsiness,  myoclonic 
movements  of  the  extremities  and  hyjjerrellexia. 
Neurotoxicity  is  thought  to  be  related  to  the  pres- 
ence ol  small  (piantities  of  azauricil,  a known  neuro- 
toxin, in  the  imperfectly  purified  drug.  Intravenous 
administration  of  pure  6-azauridine  in  the  same 
]jatient  eliminates  the  pre.sence  of  azauricil,  and 
eliminates  almost  immediately  signs  and  symptoms 
of  neurotoxicity.  In  several  patients  who  have  ap- 
parently devolo])ed  a tolerance  to  neurotoxicity, 
reinstitution  of  6-azauridine  therapy  after  a 5 to  7 
day  period  ol  abstinence,  has  not  been  accompanied 
by  the  reappearance  of  neurotoxic  manifestations. 

Results  of  Treatment:  Methotrexate  produces 
clinical  im|)rovement  iti  approximately  80%  of 
treated  patients;  about  10%  will  have  complete  re- 
mission of  disease.  Most  improvements  or  remis- 
sions last  only  as  long  as  drug  is  given;  termination 
of  therapy  usually  results  in  return  of  disease. 
Arthritic  deformities  cannot  be  corrected  with 
chemotherapy,  however  progression  of  arthritic  dis- 
ease is  tisually  halted.  X-ray  examination  of  in- 
volved structures  will  at  times  show  recalcification 
of  previously  osteoporotic  bones. 

'Lite  experience  with  triacetyl-6-azauridine  in 
psoriasis  in  this  country  to  date  has  been  limited  to 
the  Chemotherapy  Section  of  the  Departments 
of  Medicine  and  Pharmacology,  Yale  Lhiiversity 
School  of  Medicine.  Thirty-three  patients  have  been 
treated  with  triacetyl-6-azauridine.  Complete  remis- 
sion of  disease  has  been  observed  in  over  50%  of 
treated  patients.  Ciood  to  excellent  clinical  response 
has  been  noted  in  over  95%.  (See  figs.  I,  II).  Pa- 
tients having  all  forms  of  psoriasis  have  been  treated 
with  triacetyl-6-azauridine;  this  includes  recalci- 
trant pustular  psoriasis,  and  psoriatic  erythrodema. 
Only  1 patient  has  failed  to  respond.'^  Forty  per 
cent  of  the  patients  have  previously  been  treated 
unsuccessfidly  with  other  antimetabolities.  The 
drug  is  not  yet  produced  for  commercial  use.  It  is 
anticipated  that  at  the  completion  of  several  cur- 
rent clinical  studies,  sufficient  data  will  have  been 
accumidated  to  satisfy  present  government  regula- 
tions necessary  for  commercial  distribution  of  tri- 
acetyl-6-azauridine. 

Mycosis  Fungoides 

Description;  Mycosis  fungoides,  although  de- 
signated a separate  disease  entity  by  Alibert  in 
1806,'®  remains  a variously  defined  and  poorly  un- 
derstood clitiical  entity.  Early  descriptions  of  the 
disease  considered  primarily  the  cutaneous  features. 
It  is  now  generally  agreed  that  mycosis  fungoides 
is  a neoplastic  disease  of  the  lympho-reticular  sys- 
tem involving  the  skin  and  visceral  organs.  Cutan- 
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Figure  I 

A 60  year  old  male  with  extensive  plaque  type  of  psoriasis.  Experienced  minimal  response  to  oral  and  parenteral 
Methotrexate.  A.  Before  treatment  with  oral  triacetyl-O-azauridine.  B.  After  6 weeks  of  oral  triacetyl-6-a/auridine  therapy, 
oidy  post-inflammatory  hyperpigmentation  remains. 


eons  erruptions  are  present  in  all  cases  of  the  dis- 
ease, visceral  lesions  occur  in  40-50%  of  cases.  I hese 
visceral  lesions  rather  than  cutaneous  eruptions 
may  often  be  the  immediate  cause  of  death.  Skin 
eruptions  vary  in  appearance  from  a non-specific 
dermatitis  to  obvious  skin  tumors.  The  initial  skin 
lesions  may  last  from  6 months  to  40  years.  Three 
clinical  stages  of  the  disease  are  recognized  based 
on  the  clinical  appearance  of  skin  lesions.  These 
stages  are  significant  prognostically  as  well  as  thera- 
peutically, and  may  occur  singly  or  in  combina- 
tion. Stage  1,  the  eczematous  or  erythematous  pre- 
mycotic  stage  is  the  least  malignant  of  the  three 
stages,  prognosis  is  relatively  good  and  therapy  is 
often  cjuite  rewarding;  this  stage  is  compatable  with 
longevity.  Stage  2,  the  infiltrated  plaque  stage  is 
usually  followed  by  stage  3,  the  tumorous  and  ul- 
cerative stage.  Long  lasting  therapeutic  remissions 
are  less  likely  to  occur  in  the  latter  two  stages. 
Death  is  often  rapid  after  the  onset  of  stage  3. 

Lymphadenopathy  is  a very  common  clinical 
finding.i^  Histopathologic  examination  of  an  en- 
larged lymph  node  may  reveal  a non-specific  cellu- 
lar infiltrate,  the  so-called  dermafopathic  lymph 
node;  it  may  show  a polymorphous  cellular  infil- 
trate typical  of  mycosis  fungoides,  or  it  may  have 
the  appearance  of  a lymphomatous  lymjrh  node. 
The  liver,  spleen,  heart,  lungs,  kidneys  and  other 
visceral  organs  may  also  be  involved. 

Abnormal  hematologic  findings  include  eosino- 
philia,  anemia  and  leucocytosis.  Abnormal  lym- 
phoid cells  may  be  seen  in  the  peripheral  blood  or 
bone  marrow.  Afyeosis  fungoides  has  been  known  to 


transist  into  lymphoma,  either  reticulum  cell  sar- 
coma, lymphosarcoma  or  Hodgkin’s  disease.  Lym- 
phomatous disease  terminating  in  leukemia  is  a 
rare  occurrence.-" 

Treatment:  The  therapy  of  mycosis  fungoides  like 
that  of  leukemia  and  lymphoma  is  jialliative. 
Topical  and  systemic  corticosteroids  and  alkylat- 
ing agents  have  been  used  with  minimal  success 
except  in  isolated  cases.  Electron  beam  therapy, 
has  been  most  successfid  in  alleviating  the  skin 
manifestations  of  this  disease.  The  most  successful 
cheniotherajieutic  results  have  been  obtained  wdth 
the  antimetabolites,  methotrexate-'  and  triacetyl-6- 
azauridine."  We  have  treated  a total  of  (i  patients 
using  triacetyl-6-azauridine.  Five  have  had  satis- 
factory responses  to  therapy.  Best  results  have  been 
obtained  in  patients  with  stage  1 and  2 disease.  I’his 
is  comparable  to  the  experiences  noted  with  other 
antimetabolites  and  electron  beam  therapy. 

The  rationale  and  regimens  for  use  of  these  drugs 
in  mycosis  fungoides  are  very  similar  to  those  used 
in  the  management  of  severe  psoriasis.  The  same 
precautions,  in  regard  to  methods  of  drug  adminis- 
tration, and  the  status  of  renal,  hepatic  and  hema- 
topoietic systems,  are  taken  when  treating  mycosis 
fungoides.  However,  because  this  is  a malignant 
disease  treatment  may  be  pursued  with  greater  in- 
tensity. Toxicity  is  the  same  as  that  observed  in 
patient  administered  the  same  drug  for  psoriasis. 

Summary 

This  discussion  has  summarized  the  use  of  two 
antimetabolic  drugs,  the  pyrimidine  analogue,  6- 
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A -4()  year  old  female  with  severe  psoriasis  was  umesponsite  to  weekly  parenteral  doses  of  100  mg.  Methotiexate. 
A.  Before  oral  triacetyl-O-azauridine  therapy.  B.  5 months  after  iiutiation  of  oral  triacetyl-O-azanfidine. 


azauridine,  and  the  lolic  acid  analogtie,  metho- 
trexate, in  the  treatment  ol  a benign  prolilerative 
disease  of  the  skin,  psoriasis,  and  a malignant  dis- 
ea.se  of  the  lymphoreticnlar  system  whose  major 
manifestation  is  in  the  skin.  It  is  nnnece,ssary  to  de- 
fend the  use  of  either  drug  in  the  treatment  of 
mycosis  fttngoides.  However,  to  those  tmfamiliar 
with  tlie  various  manifestations  of  a l^enign  skin 
disease  such  as  psoriasis,  this  form  of  therapy  prob- 
ably necessitates  a defense.  One  has  only  to  see  an 
individual,  previously  physically  and  emotionally 
handicapped  by  psoriasis  and  psoriatic  arthritis, 
return  to  a useful  role  in  life,  to  he  convinced  of 
the  necessity  for  use  of  these  drugs.  I’lie  use  of 
antimetabolites  in  severe  psoriasis  has  been  accepted 
as  a standard  form  of  therapy  by  most  dermatolo- 
gists. They  also  agree  that  this  form  of  therapy  is 
not  without  danger  and  should  he  carried  out  by 
one  who  is  totally  familiar  with  the  drug  being 
irscd,  i.e.,  its  complete  intracellular  metabolic  path- 
ways, its  absorption  and  excretion,  and  its  toxic 
manifestations. 

It  should  be  reemphasized  that  antimetabolite 
therapy  in  psoriasis  is  to  he  reserved  for  patients 
with  .severe  skin  or  joint  disease  not  resj)onsive  to 
conventional  forms  of  therapy. 

References 

1.  Calabresi,  1’.,  McCollum,  R.  W.,  and  ^\'elch.  .V.  1),:  Siip- 
pic'.s.sion  of  infections  resulting  from  a desoxyrihonticleic  acid 
virus  (vaccinia)  by  systemic  administration  of  .5-iotlo-deoxy- 
uriiline.”  Nature  (London),  197:  7G7,  1963. 

2.  Rellum,  R.  E.  and  Haserick,  J.  R.:  Ntecblorethamine 
therapy  for  systemic  lupus  tiepbropatby.  .Vrdi.  Derm. 
(Chicago)  . S7:  289,  1963. 


3.  Rees,  R.  B.,  atid  Beunett,  J.  If.,  Bostick,  \V.  L.:  .Aminop- 
terin  for  psoriasis.  Arch.  Derm.  (Chicago),  72:  133,  19r),"). 

■1.  \'an  .Scott.  E.  J.  and  Reinerton,  R.  1’.:  Morjrhologic  and 
physiologic  effects  of  chemothcra])cutic  agents  in  psoriasis. 
).  Invest.  Derm.,  33:377,  1959. 

5.  Van  Scott,  E.  J.  and  Ekel,  E.  M.:  Kinetics  of  hyper- 
plasia in  psoriasis.  Arch.  Derm,  ((ihicago),  88:  373,  1963. 

6.  Black,  R.  L.,  et  al:  Methotrexate  therapy  in  psoriatic 
arihriiis;  dotihle  hliiul  study  ou  21  patients.  J.VM.V  819:  747, 
1964. 

7.  Shrank,  ,\.  B.,  and  Blendis,  L,  M,:  Eolic  acid  antagonists 
in  treatment  of  psoriasis.  Brit,  Med.  J.,  2:  156,  191)5. 

8.  Edmundson.  F.  E..  (iiiv,  W.  B.:  I reatment  of  psoriasis 

with  folic  acid  antagotiists.  .Arch.  Derm.  (Chicago),  78:  200, 
1958. 

9.  A’an  Scott,  E.  J.,  .\tierhach,  R.,  Weinstein,  G.  I).:  Paren- 
teral methotrexate  in  psoriasis.  .Arch.  Derm.,  ((Chicago),  89: 
5:50,  1964. 

10.  Eurner,  R.,  C.alahresi,  P.:  1 he  etlect  of  triacetyl  .AzCR 
on  |)soriasis.  J.  Invest.  Derm.,  43:  551,  1964. 

11.  Bertino,  J.  R.:  1 he  mechanism  of  action  on  the  folate 
antagonists  in  man.  Cancer  Res.,  23:  1286,  1963. 

12.  Rvan,  1’.  J.,  et  al.:  I he  treatment  of  psoriasis  with 

folic  acid  antagonists.  Brit.  J.  Derm.,  76:  555,  1964. 

13.  O Rouke,  R.  A.,  and  Eckert,  G.  E.:  Methotrexate  in- 
duced hepatic  itijury  in  an  adult.  .Arch.  lut.  Med.,  113:  191, 
1964. 

14.  Hanckschumacher,  R.  E.,  C.alahresi,  P.,  AVelth,  .A.  D., 
Bono,  \'.,  Fallon,  IE,  Frei,  E.,  HI:  Summary  and  curent 
information  on  6-azauridine.  Cancer  Chemother,  Rep.,  21:  1. 
1962. 

15.  Welch,  ,A.  D.,  Handschumacher,  R.  E.,  Finch,  S.  C., 

Jalfe,  J.  J.,  Cardoso,  S.  S.,  Calabresi,  P.:  .A  synopsis  of  recent 
investigatiotis  of  6-azauridine  (NSC-32074)  , Cancer  Chemo- 
ther. Rep.  9:  39,  1960.  ! 


420 


CoNNEcnicuT  Medicine,  June,  1967 


16.  Creasev,  AV.  A.,  Fink,  M.  E.,  Handschuinachci . R.  E., 

Calabresi,  I’.:  Clinical  and  pharmacological  studies  with 

2',3',5-triacetyl-6-azainidine.  Cancer  Res.,  23:  444,  1963. 

17.  Calabresi,  P„  and  Turner,  R.  4V.:  Beneficial  eflects  of 
triacetvl-6-azauridine  in  psoriasis  and  mycosis  fungoides. 
.\nn.  Int,  Med.  64:  352,  1966. 

18.  .Mibert,  J.  L.  M.:  Description  des  maladies  de  la  peaii 
observees  a I'Hospital  Saint  Louis.  P.  157,  Paris,  1806. 
Barrois. 


19.  Block,  ].  B.,  Edgcomb,  J.,  Eisen,  A.,  Van  Scott,  E.  J.: 
Mycosis  fungoides:  Natural  bistory  and  aspects  of  its  rela- 
tionship to  other  malignant  lymphomas.  Am.  J.  Med.,  34: 
228,  1963. 

20.  Cyr,  D.  P.,  Geokas,  M.  C.,  Watson,  G.  H.:  Mycosis 
Fungoides,  Arch.  Derm.  (Chicago)  94:  558,  1966. 

21.  ^\'light,  J.  C.:  Olrsei vations  on  the  use  of  cancer  chemo- 
therapeutic agents  in  patients  with  mycosis  fungoides. 
Cancer  17:  1045,  1964. 


ESTABLISHMENT  OF  A REGIONAL  CENTER  FOR  ADULT  LEUKEMIA 
AT  YALE-NEW  HAVEN  MEDICAL  CENTER 

The  hope  ior  the  eventual  control  and  possible  cure  lor  cancer  is  research. 
Leukemia,  especially  the  acute  variety  in  adults,  as  a prototype  lor  malignant 
growth,  is  an  important  key  to  the  understanding  of  the  neoplastic  process.  The 
Cancer  Chemotherapy  and  Oncology  Section  and  the  Hematology  Section  of  the 
Departments  of  Medicine  and  Pharmacology  of  the  Yale  University  School  of 
Medicine  is  engaged  in  an  intensive  study  of  the  clinical  and  biochemical  effects 
of  antimetabolites  in  patients  with  acute  leukemia.  It  is  recognized  that  such 
patients  require  extensive  supportive  care,  and  will  receive  the  benefit  of  close 
supervision,  not  only  by  the  members  of  the  sections  mentioned,  but  also  by 
consultants  in  other  specialties,  in  particular,  infectious  diseases.  Patients  will 
be  hospitalized  at  no  expense  to  themselves  in  the  Clinical  Reseaich  Centei  oi 
in  a regular  medical  ward,  depending  on  the  patient  s condition  and  the  purpose 
of  the  study. 

Physicians  are  invited  to  reler  such  patients,  with  or  without  prior  treat- 
ment, for  evaluation  and  possible  treatment  with  modified  dosage  schedides  of 
conventional  therapies  and  with  promising  new  agents. 

Patient  referrals  may  be  made  by  contacting  one  of  the  following: 

Dr.  Joseph  R.  Bertino— 562-1  Ifil,  Ext.  2301 
Dr.  Ronald  C.  DeConti— 562-1 161,  Ext.  2301 
Dr.  Stuart  C.  Einch— 561-1 161,  Ext.  2681 
Dr.  Pasquale  E.  Perillie— 562-1 161,  Ext.  2681 
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Cancer  Chemotherapy  In  The  Community  Hospital 

Marvin  L.  Hoovis,  M.D. 


8 The  steady  increase  in  the  nselnlness  oi  chemo- 
therapy has  significantly  changed  onr  approach  to 
the  treatment  ol  patients  with  neoplastic  diseases. 
The  comjde.xities  ol  initial  diagnosis,  treatment 
and  alter-care  have  come  to  involve  many  organi/a- 
tions  within  the  conmumity.  d'he  physician  is  con- 
cerned primarily  with  the  problems  related  to  diag- 
nosis and  general  management.  I'lie  hospital  oilers 
its  lacilities  lor  both  diagnostic  and  therapeutic 
measures.  With  increasing  emphasis  on  the  applica- 
tion ol  palliative  measures,  many  patients  with 
metastatic  neojilastic  diseases  may  now  receive  treat- 
ment at  a local  level  with  the  community  hospital 
playing  a central  role.  In  a majority  ol  these  |)a- 
tients,  extension  ol  tumor  or  metastatic  tumor  will 
no  longer  he  amenable  to  additional  surgery  or  radi- 
ation therapy,  dliis  |Kirticular  group  ol  jjatients 
would  most  benefit  Irom  a well  organized  chemo- 
therapy jjrogram. 

Four  important  lac  tors  must  be  stre.ssed  to  clarity 
this  type  ol  jjrogram.  The  first  is  an  appreciation 
ol  the  benefits  that  are  possible  utilizing  the  chemo- 
therajieutic  agents  that  are  available  and  their  rela- 
tive value  in  s]iecilic  diseases.  This  is  discussed  else- 
where in  this  special  issue  and  in  many  other  re- 
views ol  advancements  in  therapy.'  '^  Second  is  the 
linu  tion  ol  the  chemotherapist  within  the  commun- 
ity and  his  relationship  to  the  community  hospital. 
I hird  is  the  integration  ol  the  community  hospital 
with  community  services  lor  the  overall  care  ol 
the  cancer  patient.  And  lourth,  a practical  organi- 
zational .schema  lor  the  eflective  integration  ol 
chemotherapy  into  an  oncology  service  in  the  com- 
munity hospital. 

.\n  understanding  ol  the  conceiits  ol  the  irse  ol 
chemotherapy  is  important  in  defining  the  role  ol 
the  chemotherapist.  Karnolsky^  sejiarates  the  in- 
vestigational chemotherapist  oriented  to  research 
and  development  ol  new  drugs,  various  drug  sche- 
dules and  studies  ol  clillerent  methods  ol  adminis- 
tration, Irom  the  applied  cjr  clinical  chemothera])ist 
who  lollows  treatment  .schedules  ol  previously  esta- 
blished value  and  is  familiar  with  the  overall  prob- 
lems of  oncology  in  addition  to  the  uses  ol  specific 
chemotherajieutic  agents.  Fliis  does  not  imjily  that 
there  is  a conijilcte  separation  with  no  common 
meeting  ground,  but  rather  that  a close  association 
of  these  two  areas  is  necessary  to  coorditiate  treat- 
ment, report  cling  evaluations  and  to  develop  an 
improved  cancer  therajiy  program. 


Much  of  current  knowledge  and  exjierience  de- 
rives from  the  efforts  ol  basic  .scientists  engaged  in 
studies  ol  neoplastic  disea.ses  in  animals.  I'hese  in- 
vestigators have  jierlormed  countless,  meticulous 
studies  in  order  to  determine  the  best  methods  ol 
administration  of  specific  drugs  for  neoplastic  dis- 
eases. Fhe  route  ol  administration— oral,  intra- 
muscular, rapid  intravenous  or  proloned  inlusion— 
has  now  been  shown  to  be  as  important  as  is  the 
length  of  a given  course  ol  therapy  and  the  treat- 
ment interval.  Throngh  the  painstaking  efforts  of 
these  incli\'icluals,  we  have  derived  many  valuable 
drug  protocols  which  have  increased  the  benefits  ol 
chemotherajieutic  agents  in  specific  neoplastic  dis- 
eases; biochemists  and  ])harniacologists  have  con- 
tributed much  to  our  knowledge  ol  the  specific  ac- 
tion ol  drugs  tv'ithin  the  cell,  the  mechanisms  ol 
action  ol  various  drugs  and  most  imiiortant,  have 
clearly  shown  the  problems  relative  to  drug  toxicity. 
.VI!  ol  these  investigators  continue  to  play  an  im- 
portant role  in  the  development  ol  newer  drugs 
which  will  eventually,  we  hope,  effectively  control 
cancer  and  other  neoplasms.  One  must  adecpiately 
stress  the  importance  ol  this  basic  research  and  the 
retention  ol  the  essential  features  ol  these  programs 
ill  our  contiiining  efforts  to  understand  better  the 
mechanism  ol  action  ol  our  present  clings  as  well  as 
creating  newer  and  more  eflective  drugs.  .As  prac- 
ticing physicians,  we  must  wholeheartedly  support 
this  research  in  order  to  achieve  our  ultimate  goal 
which  clearly  must  be  the  eradication  of  cancer  and 
other  neoplastic  di.seases.  I feel  strongly  that  we 
should  continue  to  snpjiort  these  investigators  en- 
gaged in  cancer  re.search  and  offer  them  the  full 
tooperation  ol  the  entire  medical  community. 

While  it  is  not  difficult  to  appreciate  fully  the 
importance  ol  the  basic  research  program  and  its 
ultimate  benefits,  we  must  still  face  a major  prob- 
lem which,  ex|ire.s.secl  in  sini|)le  terms,  is  “what  do 
we  do  lor  rOD.VY’S  patient  with  a neoplasm  which 
is  beyond  the  stage  of  further  management  with 
either  surgery  or  radiation  therapy.”  It  is  for  the 
benefit  ol  this  particular  group  of  patients  that  we 
must  fully  utilize  the  knowledge,  facilities  and  the 
therapeutic  modalities  available  including  antineo- 
jdastic  agents  in  an  attempt  to  achieve  long  term 
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remissions,  partial  responses  or,  in  unresponsive 
tumors,  at  least  to  eliminate  the  agony  of  pain 
which  may  accompany  many  of  these  neoplasms. 
We  must  endeavor  whenever  possible  to  establish 
an  exact  histopathological  diagnosis  of  each  tumor, 
its  extent  of  local  and/or  regional  spread,  the  speci- 
fic areas  of  involvement  with  metastases  and  to  es- 
tablish if  other  organs  or  glands  are  involved  with 
a specific  primary  tumor.  Many  of  these  factors  can 
now  be  evaluated  through  the  use  of  refined  diag- 
nostic techniques.  Once  we  have  established  the 
diagnosis  and  have  then  performed  the  important 
adjunctive  studies,  we  then  attempt  to  utilize  in  a 
rational  way  the  specific  chemotherapeutic  agent  or 
agents  which  offer  the  best  possible  hope  of  remis- 
sion or  palliation  and  in  rare  cases,  “cure.”  Certain- 
ly, it  is  in  this  particular  area  of  cancer  therapy 
that  the  clinical  chemotherapist  can  assume  an  im- 
portant role. 

The  clinical  chemotherapist  should  be  well  dis- 
ciplined in  all  aspects  of  conventional  drug  treat- 
ment, he  should  be  familiar  with  the  current  chemo- 
therapy literature,  he  should  have  an  affiliation  with 
the  investigators  in  basic  research  programs,  he 
should  have  a thorough  knowledge  of  the  bio- 
chemical and  pharmacological  principles  relative  to 
drug  therapy  and  most  importantly,  he  should  im- 
part his  knowledge  and  experience  for  the  benefit 
of  the  total  oncology  program  in  a community  hos- 
pital. Clinical  chemotherapists  must  be  aware  of 
the  many  facets  in  a given  cancer  from  diagnosis 
through  recurrence  and  the  progression  to  ad- 
vanced stages  with  particular  emphasis  on  treatable 
comjjlications— i.e.  adrenal  gland  insufficiency  or 
hypercalcemia.  One  must  stress  the  need  for  care- 
ful records  including  drug  or  drugs  used  in  therapy, 
route  of  administration,  frequency  of  course  of 
therapy  and  of  utmost  importance,  evidence  of 
toxicity  in  every  patient  with  metastatic  neoplastic 
disease.  With  careful  studies  and  appropriate  rec- 
ords available  for  evaluation  by  both  the  investi- 
gational and  the  clinical  chemotherapist,  it  will  be 
possible  to  establish  the  value  of  single  agents  or 
combination  of  agents  in  specific  neoplasms. 

The  stress  on  early  diagnosis  and  treatment  of 
cancer  retains  a role  of  importance;  however,  in 
spite  of  our  efforts,  we  continue  to  face  the  prob- 
lem of  treating  the  patient  with  far  advanced  can- 
cer wdth  means  of  chemotherapeutic  agents.  Until 
recently,  the  regional  medical  center  played  a 
unique  role  in  the  management  of  patients  with 
neoplastic  diseases,  because  it  offered  excellent 
treatment  and  diagnostic  facilities  not  available 
elsewhere.  These  facilities  have  since  been  bur- 
dened with  the  increased  number  of  patients  being 
referred  for  treatment  and  diagnosis.  With  the 
proven  value  of  chemotherapy  in  specific  neoplams 
and  the  increasing  availability  of  chemotherapists 


in  the  community  hospitals,  it  will  no  longer  be 
necessary  for  all  patients  with  malignancies  to  re- 
ceive treatment  at  a regional  medical  center.  It  is 
hoped  that  many  patients  will  eventually  benefit 
from  a carefully  organized  oncology  program  at  a 
local  level  within  the  framework  of  the  community 
hospital.  This  type  of  community  program  approach 
would  do  best  to  encourage  the  use  of  convention- 
al drug  protocols  undertaken  by  chemotherapists 
familiar  with  drug  dosages,  toxicities  and  other 
limiting  factors,  i.e.,  such  as  the  platelet  deficiencies 
and/or  bleeding  problems  in  acute  leukemias.  The 
regional  medical  center  would  retain  its  position  as 
the  keystone  of  treatment  and  would  be  utilized  for 
consultations  in  cases  where  the  diagnosis  or  pro- 
posed therapy  is  not  clear.  Some  patients  may 
benefit  from  early  referral  for  complete  care  to  the 
medical  center  and  in  these  instances  follow-up  re- 
ports should  be  made  available  to  the  referring 
physician.  If  this  type  of  program  can  be  initiated, 
it  will  encourage  a free  flow  of  ideas,  it  can  also 
permit  the  investigators  to  have  access  to  patients 
with  specific  diseases  or  interesting  associated  prob- 
lems so  that  good  controlled  drug  studies  may  be 
performed  and  result  in  useful  data. 

The  community  hospital  must  have  certain  ef- 
ficiency standards  in  addition  to  the  necessary  per- 
sonnel and  diagnostic  facilities  important  in  es- 
tablishing a successful  oncology  program.  To  initi- 
ate this  program,  the  availability  of  the  clinical 
oncologist  and  chemotherapists  qualified  in  recog- 
nizing the  various  aspects  of  general  cancer  manage- 
ment are  of  primary  importance.  The  role  of  the 
pathologists  wfould  certainly  be  most  important 
becau.se  without  any  doubt,  the  basis  of  all  tumor 
management  rests  with  the  establishment  of  the 
tissue  diagnosis.  Closely  related  to  the  pathologist 
is  the  laboratory  wdiich  is  under  his  jurisdiction. 
The  laboratory  should  offer  quality  control  of  the 
specific  tests  necessary  to  evaluate  the  effect  of  the 
chemotherapeutic  agents  on  the  blood  and  other 
tissues.  The  surgeons  play  a dominant  role  in  the 
management  of  cancer.  They  obtain  the  initial  tis- 
sue specimens  so  vital  in  determining  the  necessary 
course  of  therapy,  and  perform  curative  cancer  sur- 
gery as  well  as  the  necessary  palliative  surgical  pro- 
cedures, i.e.,  relief  of  obstruction.  The  neurosur- 
geons provide  relief  of  pain  with  alcohol  blocks, 
rhizotomies,  cordotomies  and  section  of  cranial 
nerves.  The  radiologists  are  essential  for  their  diag- 
nostic and  therapeutic  contributions  in  neoplastic 
diseases.  The  availability  of  cobalt  therapy  and 
isotope  diagnostic  studies  plays  an  important  role 
and  should  be  integrated  equally  with  other  forms 
of  therapy  available.  The  hematologists  would  cer- 
tainly be  welcomed  for  the  assistance  they  offer  with 
the  specialized  problems  of  the  blood  dyscrasias. 
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Needless  to  say,  l)ut  of  considerable  iniportam e, 
the  assistance  ol  all  the  medical  and  surgical  spe- 
cialities will  strengthen  any  oncology  program  and 
will  add  important  advantages  in  the  care  ol  pa- 
tients burdened  wdth  neo-diseases.  VVdiile  not  as 
essential,  there  are  many  other  services  available  in 
the  community  hospital  which  can  be  beneheial  to 
the  patient.  The  biochemist  and  cytotechnologist 
will  play  increasing  roles  in  cancer  management  anti 
(liagnt)sis.  The  Department  ol  Physical  Medicine 
can  assist  in  various  jdiases  ol  rehabilitation  with 
lacilities  lor  piaaper  fitting  and  training  in  the  use 
ol  prostheses.  Another  important  area  within  the 
community  hosjjital  which  oilers  help  is  the  Social 
Service  Department  where  many  retpiest  lor  adjunc- 
live  services  and  aids  can  be  initiated. 

.\lter  distiissing  the  many  ideas  and  proposals 
necessary  in  relating  the  role  ol  the  hos})ital  and  its 
])ersonnel  in  the  care  ol  the  cancer  patient,  one 
important  tpiestion  remains  to  be  answered.  . . . 
“What  benefits  are  available  to  the  patient  under 
this  type  ol  program?”.  Frecpiently,  the  ]>atient  with 
an  inoperable  tumor  will  become  a community 
problem.  Our  task  is  to  resolve  some  ol  the  prob- 
lems these  patients  must  lace  anti  oiler  them  addi- 
tional rebel.  First  and  probably  mt)st  important  in 
this  program,  the  patient  could  remain  in  a 
lamiliar  environment  and  may  be  spared  the  olt 
times  arduous  task  ol  travels  to  distant  places.  I'he 
problems  ol  ct)inmuting  long  tlistances  and,  in  .some 
cases  w'hen  no  Ittnger  able  to  travel,  having  to  be 
hospitalizetl  in  a distant  city  could  be  resolved.  The 
psychological  advantage  inherent  in  having  the  pa- 
tient at  home  or  close  to  home  certainly  is  appar- 
ent. I'reatment  at  a local  level  can  be  ottered  with- 
in the  Iramework  ol  a well  organized  community 
hospital  oncology  program.  Fhis  would  also  oiler 
the  lamily  ol  the  ])atient  an  opportunity  to  be  near 
and  oiler  their  encouragement.  The  close  ])roximity 
ol  the  hospital’s  laboratory  and  radiodiagnostic  la- 
cilities would  encourage  the  utilization  ol  these 
lacilities  w'hen  necessary.  .Secondly,  the  relerring  or 
lamily  physician  may  actively  participate  in  the 
overall  management  ol  his  patient  and  provide  con- 
tinuing care.  Finally,  and  ol  extreme  importance, 
are  the  many  community  services  available  at  the 
local  level.  'Fhose  physicians  involved  with  the 
treatment  ol  advanced  neoplastic  diseases  ap|)reciate 
the  complexities  ol  the  problems  ol  each  individual 
patient  and  are  lidly  aware  ol  the  assistance  avail- 
able Irom  the  local  community  services.  As  men- 
tioned previously,  the  most  integral  ])art  ol  this 
care  may  originate  in  the  hos])ital  under  the  direc- 
tion ol  the  Social  Service  Department.  Many  ol 
these  programs  retjuire  long  range  ])lanning  and 
involve  matters  ol  placement  or  finances  but  these 
problems  are  handled  capably  by  the  Social  Service 
workers.  Arranging  lor  the  appropriate  domestic 


help,  convalescent  lacilities,  home  care  and  visiting 
nurses  are  oidy  part  ol  the  many  services  available. 
Othet  aspects  ol  community  .services  are  etpially  im- 
portant and  are  tisually  carried  out  by  volunteer 
service  organizations.  'Fhe  Red  Cro.ss  has  been  helj)- 
lul  in  arranging  lor  transportation  to  the  tumor 
clinics,  lor  laboratory  and  x-ray  examinations  in 
addition  to  its  Blood  Bank  program.  Although  pre- 
sent at  national  and  statewide  levels,  the  Ameri- 
can Cancer  Society  and  the  Leukemia  Societies 
provide  their  greatest  assistance  to  individual  pa- 
tients at  the  local  level.  'Fhe  society  member  cati 
oiler  more  heljj  with  a thorough  knowdedge  ol  the 
patients  specific  problems.  In  addition  to  their 
financial  aid  specifically  to  the  patient,  the  Ameri- 
can Cancer  Society  jjrovides  support  lor  many  edu- 
cational programs  made  available  to  the  public  and 
also  plays  an  important  role  in  obtaining  grants  lor 
j)urpo.ses  ol  research  and/or  etjuipment. 

With  the  carelid  evaluation  ol  each  individual 
patient’s  symptoms,  jiathological  diagnosis,  previous 

.StaiK.MA  FOR  CaiF.MOrilFRAl’V  .SfR\  ICE  I.N  A 
CoMMUNirV  HOSPIIAI, 

Purpose;  I'o  aid  in  the  nianagcmeiit  of  all  neoplastic  diseases 
tvliere  oncolytic  agents  are  indicated. 

J-'inulioii: 

1.  I'o  establish  and  maintain  an  active  chemotherapy  sec- 
tion, the  membership  of  which  is  to  be  compo.sed  of 
])hy.sicians  experienced  in  the  treatment  with  chemo- 
iherapentic  agents. 

g.  Members  to  provide  consultation  services,  for  both  ward 
and  [rrivate  patients. 

3.  Organi/ation  and  stalling  of  a chemotherapy  clinic, 

a.  P'ollow-up  chemotheraijy  of  all  ward  ]jatients 

I).  Evaluation  of  ward  patients  referred  for  chemo- 
therapy 

c.  Training  of  hou.se  stall 

4.  Coordination  with  the  departments  of  medicine,  sur- 
gery, pathology  and  radiology  in  treatment  of  malig- 
nancy. 

5.  Coordination  with  the  graduate  training  program. 

a.  .\ctive  participation  with  members  of  the  house  staff. 

b.  Review  of  patients  made  available  by  their  physi- 
cians. 

c.  Review  advances  in  cancer  chemotherapy  at  rcgttlar 
intervals. 

d.  Members  to  [rarticipate  in  weekly  Oncology  Con- 
sultation Clinic. 

c.  Regular  meetings  with  members  of  the  regional 
medical  center  chemotherapy  section  (Vale). 

(5.  .Mfiliation  with  chemothera])\  section  of  a regional 
medical  center  (\'ale). 

a.  Referrals  of  special  problems  for  diagnosis  and/or 
therapy. 

I).  Ciontinuing  education  program  with  active  partici- 
jiation. 


424 


Connecticut  Medicine,  June,  1967 


therapy  and  present  status  clarified  by  all  available 
diagnostic  techniques,  the  treatment  with  a well 
organized  chemotherapy  program  within  the  com- 
munity hospital  will  offer  the  greatest  benefits  to 
patients  with  advanced  neoplastic  disease. 
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Combination  Chemotherapy  In  Clinical  Practice: 
Recent  Applications  To  Gynecologic  Cancers 

Maclyn  E.  Wade,  M.D.  and  Henry  M.  Williams,  M.D. 


■ The  successliil  application  of  multiple  drug 
regimens  to  clinical  cancer  has  recetitly  stimulated 
great  interest  in  combination  chemotherapy.  The 
rationale  lor  such  an  approach  to  neoplastic  disease 
stems  Irom  “the  multijdicity  ot  alternate  bio- 
synthetic jrathways  possessed  by  the  neoplastic  cell 
(which)--reduces  the  importance  of  any  single 
enzyme  block;— thus  a midtipronged  attack  on  a 
metabolic  area  may  prcjve  advantageous. 

Heretofore,  combination  chemotherapy  has  Ijeen 
employed  chielly  in  the  treatment  of  acute  child- 
hood leukemia,  d'here  have  been  encouraging  re- 
stilts,  however,  in  solid  tumor  therapy  as  well, 
particularly  gynecologic  malignancy.  The  purpose 
of  this  paper  is  to  emphasize  the  significance  of  this 
innovation.  I’o  this  end,  the  studies  of  Hertz  and 
Lipsett  on  the  chemotherapy  of  choriocarcinoma 
will  be  reviewed,  followed  by  some  observations  of 
onr  own  e.xperience  using  combination  chemo- 
therapy for  a problem  freqtiently  encountered  in 
clinical  practice:  advanced  ovarian  cancer. 

Choriocarcinoma 

Up  to  1957,  the  experience  with  hysterectomy 
for  trophoblastic  disease  of  pregnancy  left  much  to 
Ite  desireil:  -11.4  per  cent  patients  without  metas- 
tases  survived  5-years.  Of  those  with  metastatic 
disease,  only  19.2  per  cent  lived  five  years.-  In  1961 
Hertz  ami  Lipsett  reported  47.5  per  cent  complete 
remissions  in  63  patients  with  metastatic  chorio- 
carcinoma who  received  intensive  Methotrexate 
(Figure  I).-^  Sidtsecpiently,  an  additional  50  patients 
were  treated  with  either  Actinomycin  D,  Metho- 
trexate or  with  both  drugs  given  sequentially 
(Figure  I).  (Sinudtaneotis  administration  is  pre- 

Fk.urk  I 

ScilKMF,  OF  Skqiientiai,  I IO  I RFX A I f,  and 

Actinomycin  1)  1 mfraio 

Metliotrexate:  .\ctinomycin  I) 

10-30  Dig.  I.M.  daily  for  7-12  7g/kg-  FV-  daily  for 

5 consecutive  days  5 consecutive  days 

Therapy  continued  in  intermittent  courses  until 
3 consecutive  weekly  24  hour  quantitative  UCCf 
determinations  are  normal. 


From  the  Departments  of  Obstetrics  and  Gynecology  and 
Internal  Medicine,  Yale  University  School  of  Medicine. 


eluded  by  the  overlapping  toxicity  of  these  two 
agents).  .About  50  per  cent  of  the  patients  who 
were  refractory  to  one  of  the  two  drugs  were  found 
to  ire  responsive  to  subsequent  administration  of 
the  other.  By  adding  these  to  the  remissions  al- 
ready induced  by  Actinomycin  D alone  (57  per 
cent)  and  Methotrexate  alone  (47  per  cent),  the 
overall  remission  rate  for  the  entire  group  of  50 
patients  was  increased  to  74  per  cent  (Figure  II). 
Significantly,  at  the  time  these  results  were  first 
published,  29  of  the  37  patients  remitting  had  al- 
ready remained  free  of  evidence  of  active  disease 
for  longer  than  24  months  (by  which  time  98  per 
cent  of  patients  treated  with  hysterectomy  alone 
had  expired). 

As  wotdd  be  expected,  the  remission  rate  even 
with  combination  chemotherapy,  declines  with 
more  atlvanced  stages  of  trophcjblastic  disease. 
When  disease  had  been  present  for  more  than  four 
months  before  initiation  of  chemotherapy,  remis- 
sions drojtped  from  79  per  cent  to  43  per  cent; 
similarly  only  37  per  cent  of  patients  with  pre-treat- 
ment urinary  chorionic  gondotropin  titers  in  excess 
of  1 X 10'*  tmits  responded  in  contrast  to  76  per 
cent  remissions  when  titers  were  below  this  level. 

Carcinoma  Of  The  Ovary 

In  advanced  ovarian  cancer,  alkylating  agents 
may  induce  objective  regression  in  np  to  60  per 
cent  of  the  patietits  treated.*’  1 he  dtiration  of  remis- 
sions, however,  tends  to  be  quite  brief.  In  one  study 
12  per  cent  were  sustained  for  more  than  six 
months  and  only  3 per  cent  beyond  a year.'*  As  a 
rule,  chemotherapy  is  initiated  in  such  patients  at 
the  time  of  relapse  following  initial  radiotherapy. 

Since  prolonged  hematopoietic  depression  can 
he  demonstrated  following  pelvic  radiotherapy,’*' 
long  term  chemotherapy  adequate  to  maintain  re- 
mission can  only  infrequently  be  tolerated  with 
.safety.  It  became  evitlent,  therefore,  that  for  pro- 
longed maintenance  therajty  a drug  or  drug  com- 
bination with  substantially  less  marrow  toxicity 
must  be  devised. 


DR.  M.\CL^'N  F..  4V’.\I)E,  .\s.sistant  Professor,  Obstetrics 
and  Ciynecology. 

DR.  HENRY  M.  WI I.LLVM.S,  .\.ssistant  Clinical  Professor 
of  Medicine. 
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Figure  II 


Results  Of  Me:thotrexate-Actinomvcin-D  Therapy  Of  Choriocarcinoma  (50  Patients)* 


methotrexate 


17  REMISSIONS  (4796)  19  RESISTANT  (5396) 


ACTINOMYCIN-D 
(19  PTS.) 


26/36  REMISSIONS- — 9 REMISSIONS  10  RESISTANT 

(72  96)  (4796)  (53  96) 


37/50  REMISSIONS 
(74%) 


actinomycin-d 

(14  PTS.) 


8 REMISSIONS  (57%)  6 RESISTANT  (43%) 


methotrexate 

(5  PTS.) 


1 1/14  REMISSIONS  —-3  REMISSIONS  2 RESISTANT 
(79%)  (60%)  (40%) 


* Ross  et  al.  Am.  J.  Obs.  & Gynec.,  93:  223,  1965. 


In  1964,  having  confirmed  the  observations  of 
Durant  and  Lacher  on  the  efficacy  of  low-dose  com- 
bined Velban-chlorambucil  therapy  in  Hodgkin’s 
disease,  we  extended  our  study  to  problems  in  solid 
tumor  therapy.®  Initial  observation  of  patients  with 
metastatic  breast  or  ovarian  cancer  demonstrated 


Figure  III 

VINBLASTINE-CHLORAMBUCIL  URACIL  MUSTARD-5-FLUORO- 

STUDY  URACIL 

DOSAGE  SCHEDULE  DOSAGE  SCHEDULE 


INITIAL 

Vinblastine  O.I  nig/kg  IV 
weekly 

Chlorambucil  4 mg.  P.O. 
daily 


COURSE 

Uracil  mustard  1 mg.  P.O. 
daily 

5-Fluorouracil  5 mg. /kg.  IV 
daily  for  5 days 


Modified  Dose 

If  IVBC  <^3,000  reduce  either  If  WBC  ^4,000  do  not  give 
or  both:  5-FU 

Vinblastine  0.05  mg. /kg.  </3,000  also  omit 

IV  weekly  uracil  mustard 

Chlorambucil  2 mg.  P.O. 
daily. 


Maintenance  Therapy 


Vinblastine  0.1  mg./kg.  IV 
every  two  weeks 
Chlorambucil  4 mg.  P.O. 
daily 


5-FU  5 mg./kg.  IV  daily  for 
5 days  repeated  every  4 
weeks 

Uracil  mustard  1 mg.  P.O. 
daih 


effective  palliation  without  significant  drug  toxicity. 
Objective  regression  occurred  in  more  than  60  per 
cent  of  the  30  ovarian  carcinoma  patients  treated 
thus  far  with  this  drug  combination.  Sufficient  time 
has  elapsed  to  observe  the  full  duration  of  remission 
in  the  majority.^  With  continuous  maintenance 
therapy,  remission  could  be  sustained  for  more 
than  24  months  (Figure  IV).  Even  in  those  patients 
relapsing  after  intensive  radiotherapy,  serious 
toxicity  was  not  incurred,  and  satisfactory  regies- 
sions  were  observed  (Figure  V). 

The  clinical  data,  of  course,  do  not  bear  on  the 
issue  of  drug  synergism.  In  mice  bearing  .Sarcoma 
180,  significant  increases  in  antitumor  effect  have 
been  demonstrated  when  a combination  of  vin- 
blastine and  cyclophosphamide  is  used  as  compared 
to  the  results  of  treatment  with  either  drug  alone. 
The  increased  effect  (a  19  per  cent  prolongation  of 
average  survival  time),  was  not  of  sufficient  magni- 
tude to  suggest  synergism.  In  the  same  system  of 
mice,  however,  the  combination  of  uracil  mustard 
with  5-fluorouracil  was  synergistic,  as  evidenced  by 
a 57  per  cent  increase  in  average  survival  time  and 
a five-fold  increase  in  the  number  of  tumor  re- 
gressions. Uracil  mustard  in  this  system  was  also 
potentiated  by  6-thioguanine  or  5-iodo-2-deoxyuri- 
dine.  Curiously,  although  nitrogen  mustard  with 
6-thioguanine  produced  an  additive  effect,  the  6- 
thioguanine  inhibition  of  Sarcoma  180  was  not 
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PATIENT;  M.J.:  CARCINOMA  OP  OVARY 


1955 


Sept.  1963 


Oct.  1963 


Nov. 1963 


Dec. 1963 


May  1966 


Physical 

findings 


3x3cm 


Symptoms 


5x7cm 


Intestinal  obstruction  Crampy  abb. pain 

diarrhea 


Unchanged 


Less  abd.  cramps 


Treatment 

Total  hysterectomy* 

Ileo-transverse 

pelvic  XR  Rx  13000  rl 

colostomy  + XR  Rx 
(3000r  to  entire  abd 

HCT 

- 

30% 

lA-nc 

- 

- 

Vinblastine  q.? 

VLB  chlorambucil 

VLB  ♦ chloramb. 

weeks  +chlorambucil 

daily 

35% 

3211 

35% 

7, 700 

4,850 

7,700 

VLB.*chloramb. 

VLB. + Chloramb. 

VLB*chloramb. 

31% 

35% 

31% 

5, 550 

7, 700 

5.200 

Figure  IV 


\ clIiaii-dilorainhiKil  theiapy  of  advanced  osarian  cancer  in  relapse  after  two  conr.ses  of  intensive  radiotherapy.  Maximal 
regression  was  achieved  in  May,  I9(i4,  and,  though  not  shown  in  above  chart,  is  as  illustrated  for  May,  1966.  With 
continttotis  maintenance  therapy,  the  patient  remained  clinically  well  throtighout  the  two  year  period. 


aiigniented  liy  cyclophosphamide,  chlorambucil, 
thioI  EPA  or  Myleran.n 

Because  ol  this  striking  poteutiatiou  of  uracil 
mustard  by  5-lluorouracil,  a clinical  trial  of  low 
doses  of  uracil  mustard  combined  with  5-lluoroura- 
cil  was  initiated  in  a series  of  patients  with  ad- 
vanced ovarian  cancer,  .\lthough  sufficient  time  has 
not  elapsed  to  permit  accitmulation  of  statistically 
valid  data,  some  preliminary  observations  can  be 
made.’-  There  has  been  greater  than  ,50  per  cent 
objective  regression  in  14  of  18  patients  who  have 
received  three  or  more  courses  of  this  combination. 
4'he  duration  of  maintained  remissions  varies  from 
four  to  fifteen  months.  Currently  seven  patients  are 
still  in  remission  up  to  15  months  after  the  onset  of 
treatment.  The  initial  results  are  sufficiently  en- 
couraging to  warrant  continued  study  of  this  com- 
bination under  controlled  conditions.  Observation 
of  patients  throughout  the  full  length  of  their  re- 
mission should  permit  a more  precise  definition 
of  the  role  of  combination  uracil  mustard  5- 


lluorouraiil  therapy  in  the  overall  management  of 
advanced  ovarian  cancer. 

Summary 

Combination  chemotherapy  of  gynecologic  cancer 
is  reviewed  briefly.  The  secpiential  irse  of  Metho- 
trexate and  Actinomycin-D  is  currently  the  treat- 
ment of  choice  for  human  choriocarcinoma.  Vel- 
ban-chlorambucil,  an  empirical  simultaneous  drug 
combitiation,  has  facilitiated  the  matiagement  of 
advanced  ovarian  cancer,  particularly  of  relajise 
following  radiotherapy,  fti  transmissible  animal 
tumors,  the  effect  of  uracil  mustard  with  5- 
lluorouracil  is  synergistic.  Preliminary  studies  in 
advanced  ovarian  carcinoma  suggest  that  this  com- 
bination  may  be  of  value  iti  clinical  cancer  manage- 
ment. 
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INCIDENCE  vs  PREVALENCE 

The  incidence  of  a disease  is  the  number  of  new  cases  per  number  of  persons 
in  the  population  in  a specific  time  period.  The  prevalence  of  a disease  is  the 
number  of  cases  existing  at  any  point  in  time  in  a given  population.  For  ex- 
ample, in  a study  involving  5,000  people,  if  250  are  discovered  to  have  rectal 
polyps  in  a two  year  period  then  the  incidence  of  rectal  polyps  for  this  group 
is  25  per  1,000  per  year.  This  is  obtained  by  dividing  250  new  cases  for  the 
two-year  period  by  tw'o  in  order  to  obtain  the  number  of  new  cases  per  year  and 
then  dividing  the  residt  by  five  to  get  the  number  of  new  cases  per  year  per 
1,000  people. 

Suppose  now  that  at  a given  point  in  time— at  the  beginning  of  the  experi- 
ment, at  the  end,  or  in  the  middle— count  is  taken  of  the  number  of  existing 
cases  of  rectal  polyps  in  this  population.  If  500  such  cases  are  discovered  the 
prevalence  of  rectal  polyps  would  then  be  10  per  cent  per  thousand  people.  One 
must  examine  a person  twice  to  determine  incidence,  only  once  for  prevalence. 

Think  of  it  this  way.  About  four  million  persons  are  born  in  the  United 
States  every  year  (incidence)  but  at  a given  point  in  time  185  million  people 
are  alive  (prevalence)  in  the  United  States.— Stanley  S.  Shor,  Ph.D.,  Director, 
AMA  Department  of  Biostatistics. 
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Use  Of  Allopurinol  For  Control  Of  Hyperuricemia 
In  Leukemia  And  Lymphoma 

Ronald  C.  DeConti,  M.D.  and  Paul  Calabresi,  M.D. 


H Hypei  uriceniia  is  a common  fiiuling  in  patients 
witli  letikemia  and  lymphoma.  In  the  Memorial 
Hospital  experience,  75  per  cent  ol  208  patients 
with  these  disorders  manilested  hyperin  icemia  at 
some  time  dtiring  the  course  ol  their  disease,'  and 
28  per  cent  reached  serum  levels  above  12  mg/ 100 
ml.  .-\  lew  patients  develop  prodagra,  but  the  major 
consetpience  is  im]jairment,  either  acute  or  clnonic, 
ol  renal  function.  Overproduction  of  uric  acid  re- 
stdts  in  excretion  of  high  concentrations  of  this 
jroorly  sohdjle  end  product  of  purine  catabolism 
which  may  precipitate  in  the  urinary  tract,  residt- 
ing  in  urate  lithiasis  and/or  acute  uric  acid  neph- 
ropathy. This  latter  complication  has  been  cited  as 
the  chief  cause  of  renal  failure  in  the.se  patients. - 
Rieselbach  et  al.  have  demonstrated  marked  re- 
iluction  in  inidin  clearance  in  patients  with  hy- 
peruricemia, even  in  the  absence  of  overt  renal 
failure.''  Paradoxically,  the  dangers  of  precipita- 
tion of  actite  uric  acid  nephropathy  have  increased 
as  our  ability  to  palliate  these  conditions  has  im- 
proveil.  rite  large  numbers  of  compounds  capable 
of  rapid  cytotoxic  elfects  on  the  neoplastic  cell  has 
made  the  development  of  uric  acid  nephropathy  a 
well  recognized  complication  of  the  treatment  of 
these  disorders.^-'’ 

d’raditional  methods'’’  ' of  managing  this  compli- 
cation have  revolved  around  attempts  to  lyse  cells 
slowly  using  small  dosages  of  drug,  improvements 
in  hydration,  alkylinization  of  the  urine  and  os- 
motic diuresis;  all  are  measures  aimed  at  promoting 
the  solubility  of  the  uric  acid  presented  to  the  kid- 
ney and  each  has  at  times  failed.  However,  none  of 
the,se  measures  influences  the  endogenous  produc- 
tion of  uric  acid  as  a restdt  of  cell  destruction  and 
catabolism  of  purines.  The  development  of  al- 
lopurinol has  radically  altered  our  approach  to  this 
problem.  I'his  xanthine  oxidase  inhibitor  effective- 
ly blocks  the  conversion  of  hypoxanthine  to  uric 
acid,  thereby  reducing  the  formation  of  uric  acid 
and  resulting  in  both  lowered  serum  and  urine  uric 
acid  levels.  Inhibition  of  the  formation  of  uric  acid 
rather  than  the  management  of  its  excretion  has 
become  the  central  focus  of  this  cotn])ound’s  use. 

From  the  Section  of  Oncology  and  Cancer  Chemotherapy, 
Departments  of  Medicine  and  Pharmacology,  Yale  I'niversity 
School  of  Medicine.  Supported  by  Grants  {C.dlPid-f-f,  T-l  CA 
5138-05, 5MO1-FR-00IDS  and  CA  8W-02). 


The  data  presented  below  were  cjbtained  as  an 
extension  of  onr  earlier  studies''-''  specifically  de- 
signed to  investigate  the  effectiveness  of  this  com- 
pound in  retlucing  serum  uric  acid  levels  in  pa- 
tients with  a wide  variety  of  neoplastic  disorders, 
particularly  its  value  in  preventing  or  controlling 
hyperuricemia  in  conjunction  with  vigorous  oncoly- 
tic therapy. 

Materials  And  Methods 

CLINICAL  MATERIAL 

Thirty  patients  with  leukemia  or  lymphoma  who 
were  treated  with  allopurinol  at  the  Yale-New 
Haven  Medical  Center  from  Jidy,  1965  to  Decem- 
ber, 1966,  are  included  in  this  report.  Hyperurice- 
mia was  jnesent  in  ten  of  eleven  patients  with  leu- 
kemia before  institution  of  the  proposed  therapy. 
No  serum  uric  acid  determinations  were  performed 
prior  to  the  initiation  of  therajry  in  Case  84. 

Nineteen  patients  with  malignant  lymphoma  re- 
ceived allopurinol,  eight  of  whom  manifested  hy- 
peruricemia before  the  onset  of  treatment.  Allo- 
purinol was  begun  within  24  hours  of  the  initia- 
tion of  the  oncolytic  therajry  in  all  but  Cases  42  and 
68,  which  are  described  in  Figures  II  and  HI.  All 
jratients  were  ajrjrarently  well  hydrated  with  good 
urine  How.  Severe  azotemia  was  absent  in  all.  Pa- 
tients received  an  ad  lib  diet  without  jrurine  re- 
striction. 

DOSAGE  OF  DRUGS 

Total  daily  doses  of  200  to  800  mg.  of  allo- 
jHirinol*  were  given  by  mouth  in  divided  do.ses 
for  jreriods  of  1 to  4 weeks,  (ihoice  of  antineojrlastic 
therajry  with  alkylating  agents,  antimetabcrlites, 
steroids  or  irradiation  was  determined  by  the  clini- 
cal situation  and  the  agents  were  administered  in 
the  usual  doses.  ( Fairies  I and  II).'" 

LABORATORY  STUDIES 

Serum  uric  acid  determinaticrn  were  dtrne  ac- 
cording to  the  metlnrcl  of  Henry  et  al."  Blood 
samples  were  obtained  between  8:00  and  10:00  a.m. 

* Kindly  supplied  as  /yloprim  hy  Dr.  George  Hitchings, 
lUinoiighs  Wellcome,  Imoijrorated,  I uckahoe.  New  York. 


DR.  RON.U.D  C.  1)E  C.ON'I  I,  Instructor  in  Medicine  and 
Pliarinacology.  Vale  Idiiversity  .School  of  Medicine. 

DR.  C:.\LABRKSI,  .Associate  Professor  of  Medicine 

and  Pharmacology,  \ale  University  School  of  Medicine. 
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I'ABI.E  I 

Control  of  Hm’eri'ricemia  with  Allopurinol  in  Paiients  vvhh  Leukemia  nuRiNf;  Antineoplastic  Therapy 


SERUM  URIC  ACID 

ALEO- 

BEFORE 

AFTER 

FURINOL 

ALLO- 

ALLO- 

CASE 

ACE 

AN  ITNEOPEASI IC 

TMFRAI'Y 

dosa(;e 

FURINOI. 

PURINOL 

NO. 

VR. 

SEX 

DIAGNOSIS 

AGENT 

EFFECT 

MG/ day 

MG/ 100  ML. 

mg/ 100  ,\IL. 

34 

l'/2 

F 

.Acute  lymphocytic 
leukemia 

Prednisone  40  mg/day 

WBC 

135.0^  14.0 

200 

— 

3.5 

35 

6 

F 

.Acute  lymphocytic 
leukemia 

Prednisone  40  mg/day 
6-mercaptopurine 
2.5  mg/kg  day 

Mass 

decreased 

200 

6.4 

2 0 

36 

7 

M 

.Acute  lymphocytic 
leukemia 

Cyclophosphamide 
200  mg/day 

VVP.C 

o 

OC 

0.8 

400 

7.2 

1 .5 

37 

14 

F 

Acute  lymphocytic 
leukemia 

Methotrexate  2 mg/kg 
by  infusion 
Predisone  30  mg/day 

WBC 

92.0^ 

3.3 

400 

10.3 

4 5 

38 

49 

F 

Acute  lymphocytic 
leukemia 

Cyclophosphamide  30  mg/kg 
intravenously 

WBC 

104.0 -A- 40.0 

'800 

8.8 

5.6* 

39 

56 

F 

.Acute  lymphocytic 
leukemia 

Cytosine  arahinoside 
1 mg/kg  intravenously 
for  3 days 

WBC 

10.0->- 

1.0 

800 

7.9 

1.5 

40 

71 

F 

-Acute  lymphocytic 
leukemia 

Cytosine  arabiiioside 
1 mg/kg  intravenously 
for  5 days 

WBC 

321.0^ 

4.2 

800 

9.6 

2.8 

41 

67 

M 

.Acute  myelomonocytic  6-mercaptoput  iiie 
leukemia  150  mg/day 

[Tednisone  40  mg/day 

WBC 

12.0^ 

1.5 

800 

8.7 

1.7 

42 

70 

M 

.Acute  monocytic 
leukemia 

6-mercaptopuiine 
75  mg/day 

Prednisone  60  mg/day 

W'BC 

175.0-> 

1.5 

600 

9.9 

2.5 

43 

46 

M 

Chronic  granulocytic 
leukemia 

Cytosine  arahinoside 
2 mg/kg  intravenously 
for  5 days 

WBC 

450.0  ->- 

2.5 

600 

8.5 

3.2 

44 

55 

M 

Chronic  granulocytic 
leukemia 

Irradiation 

Mass 

decreased 

800 

10.0 

2.6 

* 24  hours  after  Allopurinol. 


with  patients  in  the  fasting  state.  When  possible, 
several  determinations  were  performed  before  al- 
lopurinol was  initiated  and  thereafter,  determina- 
I tions  were  obtained  every  few  days  during  the 
I period  of  therapy.  I’he  hematocrit,  hemoglobin, 
total  and  differential  leukocyte  counts,  platelet 
count,  hemoglobin,  total  and  differential  leukocyte 
counts,  platelet  count,  urinalysis,  blood  urea  nitro- 
' gen  or  serum  creatinine,  as  well  as  liver  function 
I tests,  were  determined  at  regular  intervals  in  most 
patients. 


CLINICAL  EVALUATION 

In  addition  to  the  laboratory  data  described 
above,  patients  were  observed  for  evidence  of  fever, 
dermatitis,  podagra,  urolithiasis  or  gastrointestinal 
dysfunction. 


The  antineoplastic-effectsiof  the  oncolytic  agents 
employed  were  assessed  during  the  periotl  of  allo- 
purinol administration.  In  patients  with  lymphoma, 
objective  anti-tumor  effects  were  classified  as 
marked,  moderate,  slight  or  not  significant,  accord- 
ing to  the  extent  of  the  response.  A marked  re- 
sponse was  defined  as  greater  than  75  per  cent  re- 
duction in  measurable  tumor,  a moderate  response 
consisted  of  50  to  75  per  cent  reduction  in  mea- 
surable disease  and  responses  of  25  to  50  per  cent 
were  consitlered  slight.  Those  of  less  than  25  per 
cent  were  classified  as  not  significant.  In  patients 
with  leukemia,  cytotoxic  effects  were  measured  by 
comparing  pre-treatment  to  post-treatment  white 
blood  cell  counts  or  changes  in  the  size  of  a particu- 
lar mass.  This  evaluation  referred  only  to  the  anti- 
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Table  II 

Effect  of  Ai.loi'urinoi.  on  Sfrlim  Uric  Acm  in  Patients  vvmi  L\mi>homa  dlrint;  Tufrai’v  wmi  Oncolytic  Agents 


CASK 

NO. 

A(;k 

YK. 

SEX 

DIAGNOSIS 

AN TlNKOPLASl  IC  TIIFRAPV 
AGENT  EFFECr 

At  EO- 
PURINOL 
IK)SAGE 
mg/ DAY 

SERUM  URIC  ACID 
BEFORE  AFTER 

AFFO-  AFFO- 

PURINOF  PURINOF 

mr/IOOmf.  mg/IOOmf. 

43 

65 

F 

Fx  inphocytic  Lymphoma 

Irradiation 

Slight 

800 

3.0 

0.6 

4(i 

53 

I 

L)  mphocy tic  F.ymphoma 

Tretlnisone  60  mg/day 

Moderate 

600 

5.2 

1.8 

47 

49 

F 

l.ymphocylic  Lymphoma 

Nitrogen  Mustard  0.4  mg/kg 
intravenously 

None 

800 

1.5 

1.0 

4S 

81 

M 

Lymphocytic  Lymphoma 

Chloramlnicil 

Slight 

800 

7.0 

2.3 

49 

45 

F 

l.ymjjhocy tic  Ly  mphoma 

Nitrogen  Mtistard  0.4  mg/kg 
intravenously 

Moderate 

800 

4.7 

1.0 

50 

56 

F 

Lympliohlastic  F.ymplioma 

Irradiation 

Trednisone  60  mg/day 

Moderate 

800 

8.6 

2.9 

51 

68 

M 

Lymphoblastic  Lymphoma 

Nitrogen  Mustard  0.3  mg/kg 
intravenously 

None 

800 

7.3 

2.4 

52 

35 

M 

Lymphoblastic  Lymphoma 

Nitrogen  Mustard  0.4  mg/kg 
intiavenously 

Marked 

800 

6.8 

2.3 

53 

50 

F 

Lymphoblastic  Lymphoma 

Nitrogen  Mustard  0.4  mg/kg 
intravenously 

Moderate 

800 

7.9 

4.0 

54 

56 

M 

Reticulum  Cell  .Sarcoma 

Vinblastine  0.1-0. 4 mg/kg 
intravenously 

None 

800 

7.9 

2.6 

55 

55 

M 

Reticulum  Cell  Sarcoma 

Irradiation 

Moderate 

800 

9.6 

2.7 

56 

65 

M 

Reticulum  Cell  Sarcoma 

Irradiation 

Moderate 

800 

5.6 

2.2 

57 

46 

F 

Reticuhim  Cell  Sarcoma 

Nitrogen  Mustard  0.4  mg/kg 
intravenously 

Moderate 

800 

4.7 

3.8 

58 

71 

M 

Reticulum  Cell  Sarcoma 

Prednisone  60  mg/day 

Slight 

800 

4.1 

1.6 

59 

23 

F 

Hodgkin’s  14isease 

Nitrogen  Mustard  0.3  mg/kg 
intravenously 

Marked 

800 

— 

0.7 

60 

45 

F 

Hodgkin’s  Disease 

Nitrogen  Mustard  0.4  mg/kg 
intravenously 

Slight 

800 

5.2 

0.8 

61 

28 

F 

Hodgkin’s  Disease 

Nitrogen  Mustard  0.4  mg/kg 
intravenously 

Marked 

800 

2.6 

1.7 

62 

43 

M 

Hodgkin’s  Disease 

Nitrogen  Mustard  0.4  mg/kg 
intravenously 

Moderate 

800 

5.8 

2.7 

63 

67 

M 

Hodgkin’s  Disease 

Prednisone  80  mg/day 

Slight 

800 

19.0 

3.6 

neoplastic  effects  noted  in  the  initial  weeks  ol  ther- 
apy and  did  not  extend  to  possible  late  benefits. 

Results 

REDUCTION  IN  SERUM  URIC  ACID 

Table  I notes  the  representative  serum  uric  acid 
levels  achieved  with  allopiirinol  therapy  in  patients 
with  leukemia.  Despite  uniformly  elevated  values 
prior  to  therapy,  all  values  were  reduced  to  within 
the  normaf  range  and  many  were  distinctly  low.  In 
the  children  studied,  200-400  mg  per  day  was  as 
effective  as  the  600-800  mg  per  day  dosage  in  adults. 
Serum  uric  acid  values  clecreased  within  48  hours 


and  the  greatest  reduction  occurred  by  the  fifth 
day.  These  falls  were  achieved  despite  increased 
ptirine  catabolism  in  all  patients  as  judged  by  falls 
in  leukemic  leukocyte  counts  or  diminished  local 
masses. 

The  initial  treatment  with  allopiirinol  in  Case  42 
was  initiated  only  after  effective  methotrexate  ther- 
apy had  produced  hyperuricemia  (See  Figure  I).  In 
this  instance,  allopiirinol  resulted  in  a sharp  de- 
cline in  the  serm  uric  acid  level  and,  subsequent 
treatment  while  on  allopiirinol  did  not  reproduce 
hyperuricemia  despite  further  evidence  of  leukemic 
cell  lysis. 
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Figure  I 

In  this  patient  (Case  42)  rapid  lysis  of  leukemic  cells  as  a result  of  infusion  therapy  with 
methotrexate  resulted  in  signihcant  hyperuricemia.  This  was  promptly  reversed  by  allopurinol 
and  low  serum  uric  acid  levels  were  maintained  during  subsequent  treatment. 


Table  II  depicts  the  effects  of  allopurinol  on 
serum  uric  acicl  levels  in  patients  with  lymphoma. 
In  this  groujr,  only  8 patients  manifested  hy- 
peruricemia before  therapy.  Despite  marked  to 
moderate  objective  anti-tumor  effects  in  eleven  of 
the  nineteen  patients  in  this  group,  uric  acid  values 
were  uniformly  reduced  in  all  patients  to  well 
below  normal. 

Two  days  prior  to  admission,  Case  63  had  been 
begun  on  prednisone  therapy  because  of  progres- 
sive cerebral  symptoms  and  presented  with  a serum 
uric  acid  of  19  mg  per  cent.  Institution  of  allo- 
purinol therapy  produced  a sharp  reduction  in  hy- 
peruricemia and  allowed  continuation  of  predni- 
sone therapy  and  initiation  of  cerebral  irradiation. 
Subsequent  systemic  therapy  with  cyclophosamide 
did  not  produce  an  elevation  of  the  serum  uric 
acid. 

TOXICITY 

Allopurinol  was  well  tolerated  by  most  patients. 
Two  of  these  thirty  patients  developed  a widespread 
maculopapular  eruption  which  persisted  for  ap- 
proximately a week  without  other  evidence  of 
toxicity.  Both  these  patients  had  received  alkylating 
agents,  anti-emetics  or  sedatives  during  this  period 
of  time  and  the  cause  of  the  drug  eruption  was 
not  definitely  established.  Patients  were  not  re- 
challenged with  these  agents.  Podagra  did  not  de- 
velop; renal  function  tests  remained  unchanged 


and  liver  function  tests  revealed  no  evidence  of 
hepatic  toxicity.  Because  of  the  antineoplastic 
agents  employed,  possible  effects  on  the  hemato- 
^roietic  system  could  not  be  critically  evaluated, 
though  no  unusual  effects  were  observed. 

Discussion 

This  study  and  its  predecessor  have  clearly 
demonstrated  the  ability  of  allopurinol  to  both  pre- 
vent and  reduce  the  hyperuricemia  associated  with 
rapidly  proliferating  neoplastic  tissues  and  sug- 
gest that  the  early  use  of  this  agent  in  situations 
where  rapid  effects  of  oncolytic  therapy  are  to  be 
expected  may  offer  significant  advantages  as  a 
means  of  jrreventing  renal  complications  of  therapy. 
Correction  of  hyperuricemia  and  hyperuricosuria 
is  accomplished  in  a short  period  of  time  and  is 
more  effective  than  measures  which  further  increase 
urate  excretion.  Oncolytic  therapy  has  been  demon- 
strated to  increase  urate  excretion  even  without 
hyperuricemia.^^  The  difficulties  in  predicting  the 
rapidity  of  leukemic  cell  lysis,  the  rate  of  regression 
of  lymphomatous  masses,  or  the  degree  of  hy- 
peruricemia and  hyperuricosuria  which  may  de- 
velop, have  encouraged  the  use  of  allopurinol  in 
these  disorders  even  in  the  absence  of  hyperurice- 
mia. While  some  selected  patients  with  sensitive 
carcinomas  and  already  elevated  serum  uric  acids 
may  benefit  from  allopurinol  therapy,  the  major 
application  of  this  agent  in  neoplastic  disease  is  its 
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Fi(;1!Re  II 

Ilvpeiuiiceniia  in  this  man  (Case  G3)  was  induced  by  prednisone.  Tlie  promiit  return  to 
normal  values  is  typical  of  the  ellcct  of  allopurinol.  .Mlopurinol  tlierajty  permitted  continuation 
of  ilrug  therapy,  use  of  cerebral  irradiation  and  treatment  with  cytoxan  without  elevations  of 
serum  uric  acid  levels. 


ttse  ill  inyelojirolireralivc  ami  lymphopiolileialivc 
disorders. 

I'he  safety  and  usefulness  of  ttllopurinol  in  tlie 
other  major  biochemical  disorder  characteri/ed  by 
hyperuricemia  and  hyperuricosnria,  namely  gout, 
have  been  demonstrated  by  many  investigators. 

In  these  studies,  the  dosages  employed  are  often 
lower  and  the  reductions  in  serum  uric  acid  levels 
may  lie  more  gradual.  However,  the  aim  of  treat- 
ment in  this  situation  is  to  maintain  normal  serum 
tiric  acid  levels  for  prolonged  periods  rather  than 
acutely  reducing  serum  uric  acid  levels  during  a 
short  period  of  intensive  antineoplastic  therapy. 
Indeed,  when  applied  to  situations  of  chronic  sec- 
ondary hyperuricemia  and  hyperuricosnria,  dosages 
of  -lOO-GOO  mg.  daily  in  adults  are  often  sufficient 
to  maintain  a normal  serum  uric  acid  level. 

Allopurinol  was  one  of  a number  of  pyrazalo- 
pyrimidine  derivatives  originally  investigated  as 
tumoricidal  agents.  Little  anti-tumor  activity  was 
seen  in  compounds  which  did  not  jiroduce  hepatic 
toxicity.  The  application  of  the  piopcrties  of  the 
(omjiound  as  ;i  xatilhiue  oxidase  inhibitoi  were  ex- 
ploied  by  Elion  et  al  ,''’’^^  in  ;ui  ;tt  tempt  to  poten- 
tiate the  effects  of  (i-mercaptojnirine  by  blocking  its 
oxidation  to  6-thiouric  acid.  Ehese  initial  studies 

-1.H1 


demonstrated  the  efhcacy  of  the  compound  in  re- 
ducing serum  uric  ticid  as  well  and  fostered  the  de- 
velopment of  this  drug.  Figure  III  shows  the  struc- 
tural similarity  between  allopurinol  and  its  analogs 
hypoxanthine  and  6-mercaptopurine.  By  success- 
fully competing  with  its  natural  substrate  hypo- 
xanthine and  its  synthetic  analog  6-mercaptopurine, 
allopurinol  binds  the  enzyme  xanthine  oxidase  and 
in  the  reaction  is  converted  to  4-6  dihydroxy- 
pyrazolcv'^’^'^  pyrimidine,  which  also  functions  as  an 
enzymatic  iidiibitor.  This  block  is  responsible  for 
the  failure  of  hypoxanthine  and  6-mercaptopurine 
to  be  oxidized  to  their  respective  end  products.  As 
a result  of  this  inhibition,  the  formation  of  bio- 
logically inert  6 thiouric  acid  from  6-mercapto- 
purine is  prevented,  redticing  the  effective  dosage  of 
6-mercaptopurine  by  approximately  75  per  cent. 
'Ellis  effect  on  the  metaliolism  of  6-MP  should  be 
carefully  considered  when  the  two  agents  are  used 
together;  otherwise  serious  hematopoietic  supres- 
sion  may  develop. 

.Mlopurinol  is  well  tolerated  by  the  majority  of 
piilicnts.  Pei  haps  its  most  striking  c omplication  is 
the  po.ssible  pret ipitation  of  podagra  in  patients 
with  gout.  In  our  combiued  series  of  63  patients,  the 
only  other  complication  noted  was  the  develop- 
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Fioure  III 

The  sliuctuial  siiiiilaiity  and  catabolic  pathways  of  hypoxanthine  and  its  analogs,  6-meicapto- 
purine  and  4-liydioxypyiazolo  (3,4-d)  pyrimidine  (allopnrinol)  are  shown.  All  these  reactions 
are  catalyzed  by  the  enzyme  xanthine  oxidase;  by  sticcessfnlly  competing  for  this  enzyme 
allopnrinol  blocks  the  formation  of  uric  acid  and  when  6-MP  is  present,  prevents  its  oxidation 
to  6-thionric  acid,  4,6-dihdroxypyrazolo  (3,4-d)  pyrimidine  also  acts  as  a weak  inhibitor  of 
these  reactions. 


ment  ol  a inaculopapttlar  skin  citiplion  in  2 intli- 
vitliials.  This  has  been  estinialctl  to  occur  in  about 
3 per  cent  of  patients  and  in  a few  patients  has 
been  associated  with  fever,  malaise  and  generalized 
aches. To  date,  there  has  been  no  evidence  that 
inhibition  of  xanthine  oxidase  leads  to  other  meta- 
bolic complications.  Inhibition  of  uric  acid  forma- 
tion causes  only  a small  elevation  in  serum  oxy- 
purines,  because  of  their  rapid  renal  clearance; 
further,  the  excretion  of  three  end  products  of 
purine  metabolism  rather  than  one,  each  with  an 
independent  solubility  jrroduct  makes  tissue  de- 
posits of  xanthine  or  hypoxanthine  unlikely.  Renal 
calcidi  composed  of  xanthine  have  occurred  in  pa- 
tients with  hereditary  xanthinuria,  a disease  charac- 
terized by  an  almost  complete  lack  of  xanthine 
oxidase,-*^  but  only  at  levels  of  urinary  excretion  of 
xanthine  approximately  six  times  those  achieved 
with  allopnrinol. 

Summary 

.Allopnrinol,  a potent  xaiuhine  oxidase  inhilritor, 
has  l^ecn  shown  to  be  elfeclive  in  reducing  or  pre- 
venting hyperuricemia  in  thirty  jtatients  tvith  leu- 
kemia or  lymphoma,  tvhen  used  in  conjunction 
with  antineoplastic  therapy.  It  is  suggested  that 


early  trse  of  this  agent  in  these  disorders  may  pre- 
vent the  renal  complications  (urolithiasis  and  acute 
uric  acid  nephropathy)  which  attend  rapid  effective 
oncolytic  therapy. 
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AN  EARLY  INVENTIVE  AGAINST  SMOKING  1638 

“It  drieth  the  brain,  dimmeth  the  sight,  vitiateth  the  smell,  hurteth  the 
stomach,  destroyeth  the  concoction,  distiirbeth  the  humours  and  spirits,  cor- 
rupteth  the  breath,  induceth  a trembling  of  the  limbs,  exsiccateth  the  windpipe, 
lungs  and  liver,  annoyeth  the  milt,  scorcheth  the  heart  and  causeth  the  blood 
to  be  adusted.  In  a word,  it  overthroAveth  the  spirits,  perverteth  the  understand- 
ing and  confoundeth  the  senses  with  sudden  astonishment  and  stupiditie  of  the 
whole  body.”— Dr.  Veuner  c|uoted  from  A.  C.  Corcoran:  A mirror  up  to  Medi- 
cine, Philadelphia,  }.  B.  Lipincott  Cio.,  1961,  p.  298. 
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iFoR  the  extremely  popular  and  well  attended  scientific  session  at  the  175th  Annual  Meeting  of  the  So- 
ciety sincere  thanks  must  go  to  Dr.  Rudolph  Klare  and  his  program  committee.  They  arranged  for  out- 
standing speakers  from  far  and  near  on  a variety  of  new  anti  recurring  topics:  from  LSD  and  induction 
of  ovulation  to  today’s  look  at  carcinoma  of  the  breast.  Likewise,  the  administrative  office  staff  earned 
the  admiration  of  all  in  handling  so  beautifully  the  logistics  despite  the  augmented  work  load  with  the 
revised  procedure  in  the  House. 

The  Reference  Committees  were  well  attended  and  developed  considerable  constructive  discussion. 
The  members  of  the  House  cooperated  throughout,  and  much  business  was  transacted.  In  my  remarks 
on  taking  office— published  elsewhere  in  this  issue  since  they  were  intended  for  the  ears  of  the  entire 
membershi|3— the  importance  was  pointed  out  of  having  physician  representation  on  all  committees  and 
commissions  involved  in  health  care.  Why  in  this  era  of  specialization  is  the  physician  by-passed  by 
the  lay  individual  or  organization  in  planning  the  protection  and  recovery  of  health  for  the  public? 

If  we  are  to  progress  as  effectively  as  possible,  we  must  present  a united  front.  The  House  only  con- 
venes twice  a year,  but  innumerable  committees  work  hard  meanwhile  and  the  Council  sits  once  a 
month  and  a small  group  is  working  in  the  interest  of  the  Society  much  of  the  time.  It  is  impossible  for 
every  member  to  be  fully  informed  and  therefore  be  in  a position  to  make  each  decision.  Yet  it  is 
vital  that  each  member  take  every  opportunity  to  be  aware  of  what  is  happening  by  perusing  the  con- 
densed communications  which  are  sent  from  time  to  time  from  the  State  office.  The  membership  can 
scarcely  imagine  the  time  and  effort  expended  by  members  of  the  legislative  committee  and  others  in 
the  interest  of  all  physicians  of  Connecticut  and  of  their  patients.  Yet  these  people  are  not  superhuman 
and  when  appeals  are  made  for  assistance,  it  is  essential  that  help  be  forthcoming,  such  as  by  writing  let- 
ters or  talking  to  legislators,  who  incidentally  are  thirsty  for  factual  resource  material  from  you. 

Hereafter,  when  the  House  of  Delegates  is  in  session,  as  many  members  of  the  Society  as  possible 
should  attend  reference  committee  meeting  both  to  learn  and  to  express  their  views.  It  is  true  that  the 
decisions  of  the  House  may  not  always  be  in  accordance  with  the  thinking  of  all  or  even  a majority  of 
the  members  in  a particular  area.  However,  as  is  noted  in  the  manual  “Your  Role  as  a Delegate  to  the 
CSMS  House  of  Delegates,”  policy  is  established  by  vote  of  the  House  and  “becomes  the  basic  policy  of 
the  Society  until  such  time  as  the  ‘loyal  opposition’  may  be  able  to  convince  the  majority  of  the  mem- 
bership of  the  House  to  reverse  its  official  action.”  This  same  method  prevails  in  the  unions,  and  the 
laws  of  the  country  operate  in  similar  manner.  The  officers  of  the  Society  are  eager  to  cooperate  with  you. 
To  be  effective  they  need  the  active  cooperation  of  the  entire  membership. 

Unilateral  or  independent  action  by  segments  of  the  physician  population  may  crystalize  a small  in- 
ternal disagreement  which  appears  as  a major  conflict  in  the  eye  of  the  public,  or  may  work  hardships 
on  other  physicians  and  promote  internal  rancor.  Coordination  and  cooperation,  on  the  other  hand,  are 
constructive. 

How  can  I cooperate  in  politics  or  committees?  I am  not  interested— nor  qualified.  Where  is  the 
magic?  If  you  are  interested  in  your  patients,  your  relationship  with  them,  your  freedom  to  treat  in  the 
way  you  believe  best,  your  right  to  develop  a contract  between  you  and  the  patient  alone,  and  if  you 
are  intelligent  and  honest,  then  you  are  qualified— and  vitally  interested.  Yes,  these  duties  are  time- 
consuming.  It  is  easier  to  let  your  colleagues  or  your  competitor  do  it.  In  this  age  of  specialization,  we 
have  to  be  masters  in  our  own  field  but  must  still  be  Jack  of  all  trades.  The  temptation  is  to  “let  Joe 
do”  those  things  which  do  not  immediately  concern  the  care  of  a particular  patient.  It  is  gratifying  to 
see  how  many  busy  doctors,  however,  do  participate  in  the  active  and  long-term  planning  for  the  public’s 
health  care  through  their  work  on  the  various  committees.  Yet,  some  have  complained  that  the  organ- 
ization is  being  run  high-handedly  and  does  not  represent  its  members. 

In  unity  is  strength.  We  must  strive  to  maintain  our  heritage  of  a high  standard  of  practice  and  to 
overwhelm  the  insidious  and  blatant  attacks  which  would  result  in  its  destruction,  not  by  an  immovable 
negativistic  wall,  but  by  constructive  intelligent  programs  designed  to  meet  the  problems  of  the  chang- 
ing times.  The  Society  needs  your  help.  You  need  the  Society’s  help.  You  are  the  Society. 

E.  Tremain  Bradley,  m.d. 
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INFLAMMATION 


A cellular 


A SYNTEX  REPORT  based  on  recently 
developed  hypotheses  about  topical  cor- 
ticosteroids, including  the  cellular 
theories  of  inflammation  by  Thomas  F. 
Dougherty , Ph.D.,  University  of  Utah. 

You  are  looking  at  a fibroblast  fight- 
ing for  life.  This  cell  — one  of  the 
most  common  found  in  connective 
tissue  — has  literally  been  poisoned 
by  cytotoxins  released  from  other 
cells  that  have  ruptured.  Soon,  if  the 
abnormal  activity  of  this  fibroblast 
does  not  cease,  it,  too,  will  rupture 
and  die  — one  more  casualty  in  the  in- 
flammatory wave  of  destruction  pre- 
cipitated by  injury. 

Until  a short  time  ago  no  one  had 
ever  witnessed  such  a scene  at  the 
cellular  level.  Now,  through  ad- 
vanced cinemicrographic  techniques, 
it  is  possible  to  view  and  photograph 
the  inflammatory  process  as  pro- 
duced experimentally  in  living  ani- 
mal tissue.  This  method  permits  new 
insight  into  the  mechanism  of  inflam- 
mation and  the  role  of  corticoster- 
oids in  therapeutic  management. 
Equally  important,  these  techniques 
shed  new  light  on  factors  that  may 
make  one  corticosteroid  more  effec- 
tive than  another  — factors  that  can 
be  correlated  with  other  chemical, 
biologic,  and  clinical  parameters. 


Worldwide 
clinica 
experience 
confirms  the 
predictable 
therapeutic 
potential  of 
Synalar 

It  is  particularly  gratifying  that  the 
promise  of  the  advanced  chemical 
design  and  high  order  of  hioassay  ac- 
tivity of  Synalar  (fluocinolone  ace- 
tonide)  has  heen  confirmed  by 
widespread  therapeutic  application. 
Indeed,  the  impressive  clinical  re- 
sponse rate  of  Synalar  has  been  docu- 
mented in  no  fewer  than  232  papers 
from  22  countries. 


Representative  Clinical  Results  with  Synalar* 


Efficacy  Documented  in  over  4,000  Patients 

Condition 

Number  of 
Publications 

Number  of 
Patients 

Significant 

Improvement^ 

Contact 

Dermatitis 

27 

750 

713 

Eczematous 

Dermatitis 

21 

472 

409 

Seborrheic 

Dermatitis 

18 

442 

426 

Atopic 

Dermatitis 

24 

460 

426 

Psoriasis 

36 

1,699 

1,510 

Neurodermatitis 

18 

351 

324 

Total 

144 

4,174 

3,808 

♦Complete  bibliography  on  request.  fE^pressed  by  the  authors  as  excellent,  very  good, 

good,  complete  remission  of  inflammation,  etc. 


Prescribing  Information 
For  initiation  of  therapy:  Cream  0.025%, 
5 and  15  Gm.  tubes,  425  Gm.  jars;  for 
emollient  effect:  Ointment  0.025%,  15 
Gm.  tubes;  for  maintenance  therapy: 
Cream  0.01%,  15  and  45  Gm.  tubes,  120 
Gm.  jars;  for  intertriginous  or  hairy 
sites:  Solution  0.01%,  20  cc.  and  60  cc. 
plastic  squeeze  bottles;  for  infected  in- 
I flammatory  dermatoses:  Neo-Synalar® 

' Cream  (0.025%  fluocinolone  acetonide, 

I neomycin  sulfate,  equivalent  to  0.35% 
i neomycin  base),  5 and  15  Gm.  tubes, 
i Contraindications:  Tuberculous,  fungal, 

I and  most  viral  lesions  of  the  skin,  (in- 
I eluding  herpes  simplex,  vaccinia,  and 
[ varicella).  Not  for  ophthalmic  use.  Con- 
I traindicated  in  individuals  with  a his- 
1 tory  of  hypersensitivity  to  any  of  the 
I components.  Precautions:  Synalar  prep- 
j arations  are  virtually  nonsensitizing  and 
I nonirritating.  However,  the  solution  may 
produce  burning  or  stinging  when  ap- 
plied to  denuded  or  fissured  areas.  In 
some  patients  with  dry  lesions,  the  solu- 
tion may  increase  dryness,  scaling  or 
itching.  While  topical  steroids  have  not 
been  reported  to  have  an  adverse  eflect 
on  pregnancy,  the  safety  of  their  use  on 
pregnant  females  has  not  absolutely 
been  established.  Therefore,  they  should 
not  be  used  extensively  on  pregnant  pa- 
tients, in  large  amounts,  or  for  pro- 


longed periods  of  time.  Prolonged  use  of 
any  antibiotic  may  result  in  Overgrowth 
of  nonsusceptible  organisms;  if  this  oc- 
curs, appropriate  therapy  should  be  insti- 
tuted. When  severe  local  infection  or 
systemic  infection  exists,  the  use  of  sys- 
temic antibiotics  should  be  considered, 
based  on  susceptibility  testing.  Side 
Effects:  Side  effects  are  not  ordinarily 
encountered  with  topically  applied  corti- 
costeroids. As  with  all  drugs,  however,  a 
few  patients  may  react  unfavorably  to 
Synalar  under  certain  conditions.  The 
neomycin  in  Neo-Synalar  Cream  rarely 
produces  allergic  reactions. 

References:  1.  Lemer,  L.  J.,  Bianchi,  A., 
Turkheimer,  A.  R.,  Singer,  F.  M.,  and 
Borman,  A.:  Anti-inflammatory  steroids;  po- 
tency, duration  and  modification  of  activities. 
Ann  NY  Acad  Sci  116:1071  (Aug.  27)  1964. 
2.  Idem:  Comparison  of  anti-granuloma,  thy- 
molytic  and  glucocorticoid  activities  of  anti- 
inflammatory steroids.  Proc  Soc  Exp  Biol 
Med  116:385  (June)  1964.  3.  Ringler,  A.:  Ac- 
tivities of  adrenocorticosteroids  in  experimen- 
tal animals  and  man,  in  Dorfman,  R.  I.: 
Methods  of  hormone  research.  New  York, 
Academic  Press,  1964.  vol.  III.  pp.  234-280. 
4.  Gubersky,  V R.:  To  be  publish^. 
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SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 
Thursday,  April  20,  1967 

I.  Attendance 

FrcseiU  in  addition  to  the  Chaiiinan,  Dr.  S.  [. 
.\Iaitin,  tvere:  Drs.  Hess.  Bradley,  Cioldberg,  Bran- 
don, H.  Caplan,  Fabro,  M.  (iaplan,  Polivy,  Rogol, 
Crendon,  Egan,  ,\bbot.  Spitz,  Hastings,  Shepard, 
Nolan,  Cramer,  Petrie,  Pelz,  Wblson  and  Roch. 
Also  present  were:  Mrs.  Lind(|nist,  Mr.  Vdllano 
and  Dr.  Richards.  Cinests:  Dr.  Kernodle  and  Mr. 
W’atson  of  AMPAC. 

.\bsent  were:  Drs.  \V.  Martin,  Gardner,  ,\yres, 
Ciecarelli,  Ciranl  and  Palomba. 

II.  Routine  Business 

Approval  Of  Minutes 

.\s  printed  and  distributed,  it  was  VOT  ED  to 
approve  the  minutes  of  the  meeting  of  March  15, 
with  the  exception  that  note  be  made  that  the 
Committee  on  Maternal  Morbidity  and  Mortality 
is  asked  to  file  a comprehensive  “status”  rejiort  on 
the  program  of  admitting  clean  Cfyn  cases  to  ma- 
ternity units  u’ithiii  one  month. 

Life  Memberships 

It  was  VOT  ED  to  approve  applications  for  Life 
.Membership  received  from  the  following  eligible 
.Active  Members: 

.Max  .\lpert,  Bridgeport  (FCM.A) 

[antes  I).  Corridon,  East  Norwalk  (ECM.A) 

Isao  Hirata,  Sr.,  WTiodbridge  (NMCMA) 

• \nthony  J.  Eoiacono,  New  London  (Nl.CM.A) 
Sydney  .Mooney,  Bridgeport  (FCM.A) 

Robert  Salinger,  .New  Haven  (NHCM.A) 

■ \.  Lewis  Shine,  New  Haven  (iNHC.M.A) 

Recommendations  Of  The  Fiscal  Advisory  Committee 

It  was  VOT  ED  to  approve  recommendations  of 
the  Fi.scal  .Advisory  Committee  as  follows: 

(a)  T'hat  the  Society  continue  its  membership  in 
the  New  Haven  Taxpayers  Research  Council  and 
pay  tines  for  1967  in  the  amount  of  $30.00. 

(b)  That  the  Committee  on  Health  Careers  be 
anthoiized  to  spend  up  to  .|500  for  an  original  and 
two  copies  of  a film  on  Health  Careers  to  be  made 
Irom  the  video-tape  of  the  Society’s  television 
pre.sentation  on  that  snbject  (A\'NHC-T A’),  and 
that  the  Chairman  ol  the  Committee  be  recpiested 
to  contact  the  .American  Aledical  .Association  con- 
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cerning  .AM.A  interest  in  purchasing  copies  of  the 
film  and/or  helping  to  finance  the  costs  of  its  pro- 
duction. 

(c)  That  the  Committees  on  Public  Relations 
and  Public  Health  be  authorized  to  spend  up  to 
.$1^00  to  jmt  on  a conference  on  sex  eclucation  for 
physician  members  of  the  Society  (pursuant  to  a 
re,solntion  adopted  by  the  Council  on  February  16) 
to  help  them  to  become  effective  at  local  level  in 
working  with  community  programs  on  the  prob- 
lems ol  venereal  disease,  out-of-wedlock  pregnan- 
cies, etc.;  and  that  the  Committees  consider  seeking 
pharmaceutical  company  subsidy  and/or  subscrip- 
tion by  participants  to  cover,  the  costs  of  luncheon 
(as  planned  by  the  Committees,  at  an  estimated 
cost  ol  ,|3.50  per  person  for  approximately  130  par- 
ticipants). 

Date  Of  Next  Meeting 

T he  organizational  meeting  of  the  newly-formed 
Council  is  to  be  called  by  the  President  “as  soon 
as  possible  after  the  annual  meeting  of  the  House 
of  Delegates.” 

III.  Old,  New  And  Special  Business 

Study  Of  Medical  Staff  Bylaws 

It  was  V'OT'ED  to  authorize  the  Committee  on 
Preliminary  Study  c>f  Censorship  Questions  to  make 
a review  and  study  of  the  medical  staff  bylaws  in 
the  community  hospitals  of  the  State,  and  to  make 
a report  and  recommendations  to  the  Council  con- 
cerning same. 

Educational  Grant  To  COMPAC 

It  was  A'OT'ED  to  recommend  to  the  House  of 
Delegates  on  .April  25  that  authorization  be  given 
to  the  T reasurer  to  transmit  to  the  Board  of  Direc- 
tors of  the  Connecticut  Medical  Political  Action 
Committee  a check  in  the  amount  of  ,$5, ()()()  drawn 
from  getieral  funds,  such  monies  to  constitute  a 
grant  to  COMP.AC  to  be  used  for  political  educa- 
tional activities  only.  T here  was  considerable  dis- 
cussion concerning  the  desirability  of  maintaining 
contimnng  communication  between  the  Council 
and  the  CO.MP.AC  Board,  but  no  action  was  taken 
in  this  regard. 

Reports— Committee  On  Third  Party  Payments 

Fhree  reports  were  received  from  the  Committee 
on  T hird  Party  Payments,  and  the.se  were  acted 
upon  as  follows: 
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(a)  The  NHCMA  Resolution  {H  of  D,  12/65): 
It  was  VOTED  to  accept  the  report  of  the  Commit- 
tee on  this  subject  as  information,  but  to  recom- 
mend to  the  House  of  Delegates  the  following  pro- 
cedures to  deal  with  the  “Report  of  the  Council” 
on  implementing  the  original  NHCMA  resolution, 
which  was  tabled  for  further  study  on  12/9/66: 

(1)  Remove  the  Report  of  the  Council  from  the 
table 

(2)  Amend  the  Report  by  deleting  the  final 
paragraph  in  its  entirety 

(3)  Accept  the  report  as  amended 

It  was  further  VOTED  to  present  to  the  House 
of  Delegates  for  adoption  the  so-called  “substitute 
resolution,”  embodied  in  the  deleted  final  para- 
graph of  the  Report  just  mentioned,  as  a matter 
for  separate  action.  The  resolution: 

SUBJECT:  PAYMENT  FOR  PHYSICIANS’ 
SERVICES 

Whereas:  In  the  past,  physicians  have  provided 
their  own  organized  systems  of  private  charity  to 
indigent  patients;  and 

WMereas:  Governmental  and  other  agencies  have 
now  assumed  this  prerogative;  therefore  be  it. 

Resolved:  That  the  House  of  Delegates  of  the 
Connecticut  State  Medical  Society  adopt,  as  official 
policy,  the  opinion  that  the  payment  of  usual  and 
customary  charges  shoidd  be  expected  by  physi- 
cians in  private  practice  in  return  for  their  profes- 
sional services,  wherever  and  whenever  rendered 
to  any  and  all  patients. 

It  was  further  VOTED  to  transmit  to  the  House 
for  consideration  and  action  (but  luithout  recom- 
mendation) an  amendment  to  the  above  resolution 
proposed  by  the  Committee  on  Third  Party  Pay- 
ments. 

A suggested  amendment: 

Resolved:  That  physicians,  individually  or  joint- 
ly, may  voluntarily  refrain  from  accepting  any  fee 
for  their  services  for  whatever  reasons  they  may 
find  appropriate. 

(b)  Medicare  li—J'alue  of  a N'ursing  Home 
Visit:  The  Committee  is  of  the  opinion  that  Con- 
necticut General  should  be  guided  by  a policy  that 
a physician’s  visit  to  a nursing  home  (extended- 
care  facility)  is  eqiuvalent  in  value  to  a house  visit. 
It  was  VOTED  to  accept  this  opinion  as  informa- 
tion, and  to  request  the  Committee  to  elaborate 
further  on  the  entire  question  (single  visit  vs.  mul- 
tiple visits;  “emergency”  visit  vs.  regular  visit,  etc.) 
and  to  seek  further  advice  on  the  cjuestion  from 
groups  of  practitioners  concerned  frequently  with 
patient  care  in  such  facilities. 


(c)  Conti)wing  the  CSMS  Relative  Value  Study: 
It  was  VOTED  to  receive  as  information  the  Com- 
mittee’s opinion  that  the  Committee  on  Relative 
Value  Study  should  continue  as  a permanent  com- 
mittee, having  full  representation  from  the  various 
Sections  and  other  groups,  be  given  whatever  cleri- 
cal and  statistical  help  that  may  be  needed,  and 
should  review  the  RV  Schedule  periodically  and 
make  recommendations  concerning  changes  in  the 
unit  values  of  procedures.  Further  action  in  this 
matter  by  the  Council  will  be  necessary. 

Report— Advisory  Committee  To  ODMC 

It  was  VOTED  to  accept  as  information  a report 
of  this  Committee  on  progress  being  made  toward 
reaching  a “usual  and  customary  charge  method” 
agreement  with  the  Office  of  (Military)  Depen- 
dents’ Medical  Care  Program.  In  brief,  the  report 
indicated  that  apparently,  at  long  last,  ODMC  is 
prepared  to  offer  the  Society  a “usual  and  custom- 
ary” charge  agreement  as  soon  as  certain  fee-level 
inlormation  applicable  to  various  jrart  of  the  State 
can  be  obtained  from  Connecticut  General  and/or 
other  sources;  also  that  a further  extension  of  the 
several-tinies-e.xtended  1965  agreement  had  been 
gianted  until  Jidy  31,  1967.  d he  Committee  ex- 
pressed the  opinion  (informal)  that  if  nothing 
concrete  luul  been  offered  by  ODMC  as  to  the  type 
of  agreement  desired  before  termination  of  the 
present  extension,  the  Society  might  well  wish  to 
consider  the  desirability  of  continuing  or  discon- 
tinuing its  relationship  with  the  program.  It  was 
further  VOTED  to  approve  the  extension  recom- 
mended by  the  Committee. 

Report— Liaison  Committee  On  Paramedical  Specialties 

It  was  VOTED  to  receive  as  information  a prog- 
ress report  of  this  Liaison  Committee,  filed  with 
the  Council  by  Hilliard  Spitz,  Chairman.  In  brief, 
the  report  indicates  that  the  interest  of  the  partici- 
pants in  defining  mutual  objectives  is  being  sus- 
tained, and  that  monthly  meetings  will  be  con- 
tinued. Some  of  the  matters  discussetl  have  been: 
legislation  before  the  1967  General  Assembly;  pro- 
posed changes  in  nursing  education— degree  schools 
vs.  hospital  schools. 

Resolution— Litchfield  County  Medical  Association 

It  was  VOTED  to  receive  as  information  a leso- 
lulion  introtluced  for  LCMA  concerning  recom- 
mended activities  of  the  CSMS  Committee  on 
Rural  Health  with  respect  to  the  problem  of  siq> 
plying  medical  care  in  rural  areas,  but  to  defer 
action  (adoption)  on  the  resolution  until  it  has 
been  determined  how  many  of  the  recommendetl 
activities  for  the  Committee  are  already  outlined 
in  the  bylaws.  If  substantially  not  covered  in  the 
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l)\iaws,  the  resolution  will  he  iransniilled  to  the 
House  ol  Delegates  on  April  25  lor  consideration. 

eSMS County  Annual  Meetings 

Note  was  made  that  the  provisiotis  ol  the  Char- 
ter with  respect  to  the  holding  ol  annual  meetitigs 
ol  the  Society  in  relation  to  annual  meetings  ol  the 
(om]K)nent  county  associations  have  tiot  been  proj)- 
erly  oltserved  in  recent  years;  i.e.,  the  comity  meet- 
ings are  beitig  held  much  later  than  the  required 
“at  least  twenty  days  betore”  the  state  meeting.  It 
was  VOTED  to  bring  this  matter  to  the  attention 
ol  the  compotient  as.sociations  and  ask  lor  their 
cooperative  compliance  with  the  Charter.  However, 
to  obviate  the  need  lor  the  county  organizations 
to  change  their  bylaws,  it  is  ]danned  to  hold  luture 
meetings  ol  the  Society  on  or  about  M;iy  15  (in- 
cluding 19()8,  il  possible)  on  the  basis  that  all 
county  meetings  will  have  been  held  lielore  the 
lieginning  ol  the  last  week  in  April. 

Replacement— Board  Of  Examiners  For  Hypertrichologists 

Having  beeti  notified  that  Reginald  E.  Cillson, 
Hranlord,  has  resigtied  as  a member  ol  the  State 
Board  ol  Examiners  lor  Hypertrichologists,  it  was 
VA)  EED  to  recommetid  Jack  [.  Albom,  New 
Haven,  to  the  Coventor  for  appointment  tet  replace 
Dr.  Cillson  on  the  Board  lor  the  balance  of  the 
unexpired  term,  July  1,  196(i-June  30,  1969. 

N.B.;  The  foregoing  is  a summary  of  the  proceed- 
ings and  actions  of  the  Council  on  April 
20,  1067.  Detailed  minutes  of  the  meeting 
are  on  file  at  160  St.  Honan  Street,  New 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 

PLACEMENT  OPPORTUNITIES 

OBS-GY'N— Board  certified  Obs-Gyn  needed  to 
associate  with  another  Obs-Gyn  in  a large  indus- 
trial city  in  Southern  Connecticut,  leading  to 
eventual  partnership.  Hospital  staff  privileges  avail- 
able at  two  community  hospitals. 

PEDIA'ERICIAN— Pediatrician  to  as.sociate  with 
two  established  pediatricians  in  Southern  Connecti- 
cut coastal  town.  Liberal  salary  first  year,  then 
partnership. 

PHVSICdAN  with  background  in  internal  medi- 
cine and/or  pediatrics  who  is  interested  in  a grouj) 
practice  in  a rural  town  in  Southern  Connecticut. 
Hospital  .services  available  at  several  area  hospitals. 

G.P.— For  association  wdth  another  physician  in 
a well-established  practice  in  a growing  industrial 


city  in  Southern  Connecticut.  Partnership  possible 
alter  one  year. 

DIRECnOR  OF  PSYCH i.verk;  ERAINING 
—Board  certified.  Eo  direct  3-year  approved  psychi- 
atric residency  program  at  a 2000  bed,  community 
oriented,  decentralized  mental  hospital.  Also,  to  co- 
ordinate education  for  nurses,  psychologists,  social 
workers  and  occnjiational  therapists  in  approved 
and  university  affiliated  programs.  Previous  teach- 
ing ex]jerience  necessary.  Starting  salary  range: 
.'$17,660-$  19,850,  excellent  fringe  benefits.  All  parti- 
culars shoidd  be  sent  in  first  letter,  including  refer- 
ences. Write:  Superintendent,  Connecticut  Valley 
Hospital,  P.  O.  Box  351,  Middletown,  Connecticut 
06458. 

PSVCHIAl'RIS  r needed  for  a community  ori- 
ented mental  hospital.  To  direct  work  in  a 300  bed 
comprehensive  mental  health  center,  one  ol  several 
units  in  a 2100  bed  state  mental  hospital.  Oppor- 
tunity for  teaching,  clinical  work  and  re.search.  d'o 
work  with  a team  of  social  workers,  psychiatric  resi- 
tlents,  psychologists,  occupational  therapists  and 
nursing  staff.  OPD,  day-care,  in-patient  consulta- 
tion and  emergency  care  available.  Opportunity 
lor  association  with  Wesleyan  Lhiiversity,  Yale  Uni- 
versity and  UConn.  Starting  salary:  $14,240  to 
$18,220,  annual  pay  increases.  Excellent  fringe 
benefits.  All  particulars  and  references  in  first  let- 
ter. Write:  Mehadin  K.  Araleh,  Siqjerintendent, 
Connecticut  Valley  Hospital,  Box  351,  Middletown, 
Connecticut  06158. 

G.P.  to  specialize  in  psychiatry.  Psychiatric  resi- 
dencies available  in  community  oriented  mental 
hospital.  As.sociate  with  Y'ale  University  Depart- 
ments of  Psychiatry  and  Neurology,  which  provides 
clinical  demonstrations,  teaching  and  supervision 
in  hospital.  Opportunities  for  training  in  areas  of 
special  interest.  Special  arrairgerrrents  can  be  rrrade 
for  residents  to  be  accepted  for  degrees  in  cotrr- 
munity  rrrental  health  aird  hospital  adrrriiristratioir 
at  Yale  School  ol  Epidenriology  and  Public  Health. 
Psychoanalytic  training  available  at  Western  New 
England  Psychoanalytic  Institute.  Salary:  $12,000 
amrually  utrder  NIMH  grairt.  Excellerrt  fringe 
benefits.  All  particulars  and  relererrces  should  be 
sent  in  first  letter.  Write:  Superintendent,  Coir- 
necticut  Valley  Hospital,  P.  O.  Box  351,  Middle- 
town,  Connecticut  06458. 

S'EAFF  PHYSICIAN  for  Masonic  Hospital  in 
Walliirgford,  Comiecticut.  Pay  above  average,  with 
interesting  work. 

ANYONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL  MAN- 
AGER’S OFFICE,  160  ST.  RON  AN  STREET, 
NEW  H.WEN,  CONNECTICUT  06511. 
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IMild  mood  depression, 
poor  appetite,  little 
interest  in  the  present  or 
future.  Does  this  picture 
mean  that  she’s  giving  in 
to  functional  fatigue? 

When  functional  fa- 
tigue is  part  of  her  prob- 
lem, Alertonic  can  help 
(counteract  accompanying 
apathy  and  inertia.  It 
iielps  lift  mood,  stimulate 
appetite,  and  establish 
new  interest  in  daily  life. 


Pleasant-tasting  Alertonic  combines  pipradrol  hydro- 
chloride—a gentle  cerebral  stimulant— with  an  excel- 
lent vitamin  and  mineral  formula,  in  a satisfying  15% 
alcohol  vehicle. 

Especially  in  the  aging  patient,  nothing  fosters 
confidence  and  a sense  of  well-being  better  than  your 
own  personal  warmth,  understanding,  and  encourage- 
ment. Between  visits,  however,  your  prescription  for 
Alertonic  can  help  keep  your  patient  from  giving  in  to 
functional  fatigue. 

Adequate  dosage  is  important:  Prescribe  Alertonic— 
one  tahlespoonful  t.i.d.,  30  minutes  before  meals 
. . . tastes  best  chilled. 

And  for  your  patient’s  sake,  prescribe  Alertonic 
in  the  convenient,  economical  one-pint  bottle. 


Each  45  cc.  (3  tablespoonfuls)  contains:  alcohol,  15%,  pipradrol 
hydrochloride,  2 mg.;  thiamine  hydrochloride  (vitamin  Bj)  (10 
MDR*),  10  mg.;  riboflavin  (vitamin  B^,)  (4  MDR),  5 mg.;  pyri- 
doxine  hydrochloride  (vitamin  B^.,),  1 mg.;  niacinamide  (5  MDR), 
50  mg.;  choline, t 100  mg.;  inositol, t 100  mg.;  calcium  glycero- 
phosphate, 100  mg.  (supplies  2%  MDR  for  calcium  and  for 
phosphorus)  and  1 mg.  each  of  the  following:  cobalt  (as  chloride), 
manganese  (as  sulfate),  magnesium  (as  acetate),  zinc  (as  acetate), 
and  molybdenum  (as  ammonium  molybdate). 

*MuItiple  of  adult  Minimum  Daily  Requirement  supplied. 

IThe  need  for  these  substances  in  human  nutrition  has  not  been  established. .. 

Indications:  1.  Functional  fatigue  such  as  that  often  associated 
with:  a depressing  experience  or  stressful  time  of  life;  advanc- 
ing years;  convalescence;  limited  activity  or  confinement.  2.  Poor 
appetite  and  vitamin-mineral  deficiency  as  they  occur  in:  patients 
having  faulty  eating  habits;  geriatric  patients  who  are  losing  interest 
in  food;  patients  convalescing  from  debilitating  illness  or  surgery. 
Contraindications:  As  with  other  drugs  with  CNS  stimulating 
action,  Alertonic  is  contraindicated  in  hyperactive,  agitated  or 
severely  anxious  patients  and  in  chorea  or  obsessive  compulsive 
states. 

Side  effects:  Reports  of  overstimulation  have  been  rare.  Patients  who 
are  known  to  be  unduly  sensitive  to  the  effects  of  stimulant  drugs' 
should  be  observed  carefully  in  the  initial  stages  of  treatment. 
Dosage:  Adults,  1 tablespoonful;  children  (over  15  years  old),  1 to 
2 teaspoonfuls;  children  (4  to  15  years  old),  1 teaspoonful.  To  be 
taken  three  times  daily  30  minutes  before  meals. 

THE  WM.  S.  MERRELL  COMPANY 
Division  of  Richardson-Merrell  Inc. 

Cincinnati,  Ohio  45215  7.33,3 
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SUMMARY  OF  PROCEEDINGS 
HOUSE  OF  DELEGATES  - ANNUAL  MEETING 

Hartford,  Connecticut  — April  26,  1967 


REPORTS  AND  ADDRESSES 

The  House  received  a number  o£  reports  and/or 
addresses  Irom  the  officers  ol  the  Society.  Several 
of  the  reports  submitted  in  printed  lorm  will  ap- 
[jear  at  the  end  of  this  summary. 

election  Of  Officers,  Committees,  Advisors 
And  Representatives 

d'he  officers  elected  at  this  meeting  o£  the  House 
were: 

I’resident:  E.  ^remain  Bradley,  Norwalk 
President-Elect:  Norman  H.  Ciardner,  East 

Hampton 

Vhce-I’resident:  Stevens  }.  Martin,  Hartlortl 
Secretary:  Charles  I’olivy,  Hartlord 
Ereasurer:  David  A.  Grendon,  Sharon 
Speaker  o£  the  House:  Kenneth  F.  lirandon, 
Hartlord 

X'ice-Speaker  o£  the  House:  Henry  Caplan,  Yales- 
ville 

.\M.\  Delegates  (January  1,  1968  to  December 
31,  1969)  : Norman  H.  Gardner,  East  Hamp- 
ton; Michael  .\.  Ii)ean,  Bridgeport  (Alternate) 
Councilor-at-I.arge:  Orvan  \V.  Hess,  New  Haven 
.V  lull  slate  ol  Boards,  Committees,  Advisors, 
Representatives,  etc.  was  also  elected  by  the  House. 
Each  member  ol  these  groups  will  be  lormally  noti- 
fied ol  his  or  her  election  by  letter  and  the  mem- 
bership ol  all  Boards,  Committees,  etc.  will  be  pub- 
lished in  the  August  1968  Roster. 

Delegates  From  Other  Medical  Organizations 

Introduced  to  the  House  and  making  briel  re- 
marks were: 

John  P.  Dow:  Delegate  Irom  the  Maine  Medical 
,\ssociation 

Theoulore  H.  Lee:  Delegate  irom  the  New 

Hampshire  Medical  Society 
John  C.  'Ewitchell:  Delegate  Irom  the  X'ermont 
State  Medical  Society 

Robert  VVh  Buck:  Delegate  Irom  the  Massachu- 
setts Medical  .Society 

Henry  I.  Eineberg:  Delegate  Irom  the  Medical 
Society  ol  State  ol  New  York 
Lloyd  A.  Hamilton:  Delegate  Irom  the  Medical 
Society  ol  New  Jersey 

Presentation  And  Awards 
1967  CS/VIS  Press  Awards 

E.  d'remain  Bradley,  President,  presented  the  iol- 
lowing  winners  ol  the  Connecticut  Metlical  Press 


awards  with  a check  in  the  amount  ol  $150.00  and 
a bron/e  engraved  placjue: 

David  Rhinelander,  Hartlord  Courant— Feature 
Writing  ; 

Ivan  Robinson,  Hartlord  l imes  — News  Report- 
ing 

Editorial  Learn:  John  Cleary,  William  Dougher- 
ty, Sereno  Gammel— Editorial  Writing 

AMA-ERF  Grants  For  7967 

Presented  by  retiring  President  Orvan  W.  Hess, 
AMA-ERF  checks  were  received  by  the  Yale  Uni- 
versity School  ol  Medicine  and  the  University  ol 
Connecticut  Medical  School. 

Accepting  these  grants  were: 

.\rthur  Ebbert,  Jr.,  .Associate  Dean,  Yale  Uni- 
versity School  ol  Medicine,  ($5,365.88) 

William  Fleeson,  .Associate  Dean,  LIniversity  ol 
Connecticut  Medical  School,  ($2,864.38) 

Presentation  Of  Past  President's  Pin 

In  appreciation  ol  his  many  contributions  to  the 
Society  and  its  members,  Orvan  W.  Hess,  New 
Haven,  received  a Past  President’s  Pin  as  he  retired 
Irom  office  (1966-67)  . Making  the  presentation  was 
Stevens  J.  .Martin,  Hartlord,  Chairman  ol  the 
Council. 

Major  Actions  Taken 

.At  this  session,  the  Relerence  Committee  ap- 
proach to  transacting  all  ol  the  business  ol  the 
House  ol  Delegates  was  used  lor  the  first  time  in 
recent  years.  The  hearings  ol  the  Committees  (lour 
ol  them)  were  open  to  all  members  ol  the  Society, 
whether  or  not  they  were  delegates.  Acting  on  the 
reports  ol  the  Relerence  Committees,  the  Hou.se  ol 
Delegates  took  major  actions  as  lollows; 

Educational  Grant  To  COMPAC 

It  was  VO'EED  to  authorize  the  Treasurer  to 
draw  a check  in  the  amount  ol  $7,500  on  the  So- 
ciety’s general  lund,  and  to  transmit  same  to  the 
Board  ol  Directors  ol  the  Connecticut  Medical 
Political  .Action  Committee  to  be  irsed  lor  political 
educational  activities  only. 

Resolution:  Surgical  Cases  On 
Obstetrical  Floors 

Ehe  lollowing  re.solution  on  this  subject  was 
adopted  and  releried  to  the  Council  lor  implemen- 
tation: 
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Whereas:  The  admission  o£  clean  gynecological 
cases  to  the  obstetrical  floors  of  hospitals  is  no 
longer  a “pilot  study”  program;  and 

W'^HEREAs:  Other  physicians  and  surgeons  admit 
such  clean  cases  to  other  floors  of  hospitals,  there- 
fore be  it 

Resolved:  That  the  House  of  Delegates  of  the 
Connecticut  State  Afedical  Society  express  the 
opinion  that  all  physicians  with  admitting  privi- 
leges granted  by  a given  hospital  for  the  care  and 
treatment  of  “clean”  cases  on  other  floors  also  be 
allowed  to  utilize  the  available  beds  on  obstetrical 
floors,  in  accordance  with  the  rules  and  regulations 
of  the  Department  of  Obstetrics  and  Gynecology  of 
the  hospital  concerned,  if  it  is  approved  for  this 
program. 

Resolutions:  Payment  For  Physicians' 
Services  Under  Title  XIX 

Two  related  resolutions  dealing  with  this  sub- 
ject tvere  adopted  (and  have  been  implemented)  as 
follows: 

SUBJECT;  OPPOSITION  TO  FEE  SCHEDULE 
FOR  TITLE  XIX 

Resolved:  That  the  House  of  Delegates  of  the 
Connecticut  State  Medical  Society  again  go  on  rec- 
ord as  opposing  any  fee  schedule,  no  matter  how 
worded,  being  used  in  the  implementation  of  Title 
XIX;  and  be  it  further 

Resolved:  That  the  Commissioner  of  Welfare 
and,  with  adequate  explanation,  the  Legislature  of 
the  State  of  Connecticut,  be  so  apprised;  and  be 
it  further 

Resolved:  That  the  Committee  on  Third  Party 
Payments,  the  Advisory  Committee  to  the  State 
Commissioners  of  Welfare,  Finance  and  Control, 
and  the  Conamittee  on  State  Legislation  of  the 
Connecticut  State  Aledical  Society  be  apprised  of 
this  action  in  the  hope  that  the  position  of  the 
Connecticut  State  Medical  Society  will  be  made 
clear  to  all  concerned  before  any  adverse  legislation 
is  passed  and  in  the  hope  that  the  Commissioner 
of  Welfare,  in  his  implementation  of  Title  XIX, 
will  use  the  non-schedule,  usual  and  customary 
charge  method  of  payment  for  physicians’  services. 

SUBJECT:  THE  USUAL  AND  CUSTOMARY  CHARGE  METHOD 
OF  PAYMENT  UNDER  TITLE  XIX 

Resolved:  That  the  House  of  Delegates  of  the 
Connecticut  State  Medical  Society  reaffirm  the 
policy  that,  as  clearly  defined  in  its  previous  ac- 
tions, usual  and  customary  charges  should  be  the 
basis  for  payment  of  physicians  for  services  ren- 
dered to  all  beneficiaries  of  Medical  Assistance 
under  Title  XIX;  and  be  it  further 

Resolved:  That  all  committees  and  representa- 
tives of  the  Society  charged  with  seeking  to  gain 
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acceptance  of  the  usual  and  customary  charge 
method  of  jrayment  by  the  1967  General  Assembly 
in  its  implementation  of  a Title  XIX  program  of 
Medical  Assistance  be  immediately  apprised  of 
this  reaffirmation;  and  be  it  further 

Resolved:  That  all  such  committees  and  mem- 
bers also  be  apprised  of  the  opposition  of  the 
House  of  Delegates  to  a fee  schedule  of  any  type 
in  the  implementation  of  Title  XIX;  and  be  it 
further 

Re,solved:  That  all  members  of  the  Society  be 
urged  to  contact  promptly  their  state  representa- 
tives and  senators  seeking  their  support  of  the  usual 
and  customary  charge  method  of  payment,  as 
authorized  by  the  Secretary  of  HEW,  in  the  im- 
plementation of  Title  XIX  in  Gonnecticut. 

Resolution:  Payment  For  Physicians' 
Services 

A general  resolution  related  to  the  foregoing 
specific  resolutions  on  Title  XIX  was  also  adopted, 
as  follows: 

SUBJECT;  PAYMENT  FOR  PHYSICIANS'  SERVICES 

Whereas:  In  the  past,  physicians  have  provided 
their  own  organized  systems  of  private  charity  to 
indigent  patients;  and 

Whereas:  Governmental  and  other  agencies  have 
now  assumed  this  prerogative;  therefore  be  it. 

Resolved:  That  the  House  of  Delegates  of  the 
Connecticut  State  Aledical  Society  adopt,  as  official 
policy,  the  opinion  that  the  payment  of  usual  and 
customary  charges  should  be  expected  by  physi- 
cians in  private  practice  in  return  for  their  profes- 
sional services,  wherever  and  whenever  rendered 
to  any  and  all  patients. 

Resolution:  Open  Policy  In  Hospital 
Staff  Appointments 

It  was  voted  to  transmit  to  the  June  meeting 
of  the  AMA  House  of  Delegates  a resolution  on 
this  sidrject,  to  read  as  follows: 

AVhereas:  All  aspects  of  rendering  patient  care 
by  physicians  constitute  the  practice  of  medicine; 
and 

Whereas:  To  assure  maximum  freedom  of  choice 
of  physician  by  the  patient,  and  of  consultant  by 
his  attending  doctor,  has  been,  and  is,  a fundamen- 
tal goal  of  practitioners  of  medicine;  and 

Whereas:  A double  standard  of  policy  often  ex- 
ists between  so-called  “hospital-based  specialists” 
and  other  types  of  practitioners  with  respect  to  hos- 
pital staff  appointments,  a “closed”  policy  fre- 
quently applying  to  the  former  while  an  “open” 
policy  usually  applies  to  the  latter;  and 

Whereas:  Under  a variety  of  financial  arrange- 
ments, there  is  an  increasing  trend  in  many  parts  of 
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the  country  to  classify  nettrly  all  types  of  practi- 
tiotiers  as  “hospital-based”  for  the  purjtose  of  en- 
ahlitig  itistilittiotis  to  provide  medical  services  as 
well  as  hospital  services;  and 

WitF.REAs:  This  increasing  trend,  coupled  with  a 
“closed”  policy  with  respect  to  staff  appointments 
for  physicians  having  such  financial  arrangements 
with  hospitals,  can  lead  to  increasing  limitation  of 
free  choice  of  physicians  by  patients  and  free  choice 
of  consultants  by  other  staff  members;  therefore 
be  it 

RESoi.VKt):  'I’hat  the  House  of  Delegates  of  the 
American  Medical  Association  endorse  the  princi- 
ple of  completely  “open”  policy  with  respect  to 
st.'iif  appointmetits  among  all  physicians  having 
equivalent  credentials  in  all  hospital  departments 
atid  services  as  a means  of  assuring  maximum  free- 
dom of  choice  of  physicians  by  patients,  and  of 
cotistthants  by  staff  members,  amotig  all  available, 
atid  qualified  doctors  of  medicine  practicing  in  the 
hospital’s  community  area;  and  be  it  further 

Resolved:  That  the  House  of  Delegates  urge  the 
constituent  state,  and  component  county,  units  of 
the  American  Medical  Association  to  bring  this 
endorsement  to  the  attention  of  the  medical  staffs 
of  all  hosjntals  operating  within  their  jurisdictions, 
and  to  urge  such  staffs  to  carefully  consider  the 
merits  of  adojtting  such  “open”  policy  with  respect 
to  all  staff  appointments  in  all  hospital  depart- 
ments and  services. 

Resolution:  Compulsory  Generic 
Drug  Prescribing 

It  was  voted  to  adojtt  a resolution  on  this  snb- 
ject,  as  follows: 

Resolved:  I’hat  the  House  of  Delegates  of  the 
Connecticut  State  Medical  Society  express  con- 
tinued opposition  to  compulsory  generic  prescrib- 
ing of  drugs  by  physicians,  regardless  of  the  status 
of  the  patient;  and  be  it  further 

Resolved:  That  all  U.  S.  Representatives  and 
Senators  from  Connecticut  be  apprised  of  this  ac- 
tion; and  be  urged  to  oppose  the  enactment  of  any 
legislation  calling  for  such  compulsory  generic  pre- 
scribitig  by  whatever  means. 

Resolution:  Opposition  To  S-110, 

90th  Congress 

It  was  voted  to  adopt  a resolution  on  this  sub- 
ject as  follows: 

Whereas:  Senator  Aiken  (R-Vermont)  atul 

others  have  jiroposed  S-llO  which  amends  Title 
XVdll  of  P.L.  89-97  in  a manner  inimical  to  medi- 
cal freedom  of  physicians;  and 

WitEREAs:  d’he  Section  etititled  “S|tecialists  Pro- 
fessional Services”  would  returti  the  hosjtital 


specialists  to  total  control  by  the  hospitals  by  re- 
mo\’itig  reimbursement  for  their  services  from  Part 
15  and  placing  it  in  Part  A and  thns  set  a pattern 
for  future  control  of  all  physicians;  and 

Whereas:  The  Section  entitled  “Schechtle  of 
Maximum  Fees  Governing  Paymetit  for  Physicians” 
states: 

“The  amoutit  of  sitch  fees  shall  be  so  estab- 
lished as  to  coincide,  to  the  maximum  extent 
])ossible,  with  the  fees  allowed  in  the  locality  by 
carriers  for  policyholders  and  subscribers  under 
other  health  insurance  programs”;  and 
Whereas:  The  Section  entitled  “Coverage  of  Ex- 
penses of  Certain  Drugs”  would  set  up  a national 
formulary  giving  preference  to  the  cheapest  of  sup- 
posed generic  ecjiuvalents;  and 

Whereas:  These  provisions  of  S-110  corroborate 
the  previous  contentions  of  many  that  the  ultimate 
result  of  such  legislation  will  be  total  control  of 
all  phases  of  medical  care;  therefore  be  it. 

Resolved:  That  the  House  of  Delegates  of  the 
Connecticut  State  Medical  Society  oppose  these 
sections  of  S-110;  and  be  it  further 

Resolved:  That  all  U.  S.  Representatives  and 
Senators  from  Connecticut  be  apprised  of  this  ac- 
tion and  be  urged  to  oppose  enactment  of  these 
sections  of  S-110. 

Definition  Of  Term  "Medically  Necessary" 

Recognizing  that  the  component  county  associ- 
ations may  be  called  upon  with  increasing  fre- 
quency by  third  party  payors  to  give  opinions  re- 
garding the  medical  necessity  of  medical  services' 
rendered  by  j^hysician  members,  it  was  voted  to 
approve  a definition  of  the  term  “medically  neces- 
sary” as  follows: 

For  the  Physician-.  Any  professionally  recognized  I, 
medical  service  that  is  jirescribed  and/or  rendered! 
by  a licensed  jihysician,  which  is  in  reasonable  ac- 
cord with  the  customary  standards  of  medical  prac- 
tice obtaining  in  his  community  area,  should  or- 
dinarily be  accepted  without  question  as  being 
“medically  necessary”  by  the  patient  and/or  a third 
party  payor.  When  the  medical  necessity  of  such  a i 
service  is  questioned  by  the  jiatient  and/or  a third 
jiarty  payor,  the  question  should  be  referred 
promjitly  for  review  and  opinion  to  the  county 
medical  association  of  w'hich  the  physician  is  a 
member. 

For  the  Patient:  Any  professionally  recognized 
medical  service  that  is  jirescribed  and/or  rendered 
in  good  faith  by  a licensed  physician  to  a patient 
(onsulling  him  should  ordinarily  be  accepted  with- 
out question  as  being  “medically  necessary”  by 
third  jiarty  payors.  \Vdien  the  medical  necessity  of 
the  patient’s  reejuest  for  consultation  with  the 
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physician  is  questioned  by  a third  party,  such  ques- 
tion should  be  resolved  exclusively  by  the  patient 
and  tlie  third  party  payor  concerned. 

Council  Report  On  Implementcition  Of  NHCMA 

Resolution  (House  Of  Delegates  12/5/65) 

On  December  5,  1965,  the  House  of  Delegates 
adopted  a resolution  introduced  by  the  New 
Haven  County  Medical  Association  which  directed 
the  Council  to  take  steps  to  attain  the  “institution 
of  payment  for  heretofore  unpaid  services  of  physi- 
cians” and  to  report  to  the  House  of  Delegates  the 
Council’s  “accomplishments”  in  implementing  this 
and  related  purposes.  The  substance  of  the  resolu- 
tion was: 

Be  It  Resolved:  That  the  House  of  Delegates  of 
CSMS  direct  the  Council  to  umlertake  the  accom- 
plishment of  the  following  objectives: 

(1)  Institution  of  payment  for  heretofore  un- 
paid services  of  physicians  to  local  and  state 
in-hospital  and  out-patient  welfare  recipi- 
ents. 

(2)  Provision  for  fee-for-service  attendance  at 
privately  operated  clinics  and  other  medical 
care  facilities. 

and  be  it  further 

Resolved:  That  in  all  negotiations  in  these  mat- 
ters, the  Council  utilize  the  formulas  provided  by 
the  Relative  Value  Schedule  adopted  by  the  CSMS 
House  of  Delegates  in  April,  1965. 

The  Council  promptly  referred  the  resolution  to 
the  Committee  on  Third  Party  Payments  for  study 
and  report.  Aleanwhile,  however,  that  Committee 
was  actively  engaged  in  developing  policies  regard- 
ing third  party  payments  for  physicians  services— 
with  special  emphasis  on  governmental  agencies  as 
the  payors,  and  these  policies  were  subsequently 
adopted  by  the  House  of  Delegates  at  the  1966  An- 
nual Meeting  last  April.  In  brief,  these  policies  de- 
clared that  physicians  should  be  paid  on  the  basis 
of  “usual  and  customary  fees,  as  determined  at 
local  level”;  that  the  Relative  Value  Schedule 
should  be  used  as  a guide;  and  that  the  county 
associations  should  undertake  a review  of  any  usual 
and  customary  charges  which  were  questioned. 

Our  Advisory  Committee  to  the  State  Commis- 
sioners of  Welfare,  Finance  and  Control  has  sought 
implementation  of  these  policies  by  the  Welfare 
Department  in  the  new  Title  XIX  program  of 
Medical  Assistance  which  went  into  effect  on  July 
1 of  this  year,  but  the  hnal  details  of  which  (stan- 
lards  of  eligibility,  appropriation  of  funds,  etc.) 
must  await  action  by  the  1967  General  Assembly. 
Commissioner  Shapiro  has  pledged  his  support  to 
aur  policies,  in  principle,  and  it  is  expected  that 


we  will  be  able  to  file  a report  with  the  House  at 
the  December  8 meeting  on  whether  they  will  be 
adequately  funded  in  the  budget  which  he  has  sub- 
mitted to  the  legislature  for  the  next  biennium. 

Similarly,  our  Advisory  Committee  to  the  Mili- 
tary Dependents’  Medical  Care  Program  (former- 
ly called  “Medicare”)  has  entered  into  negotiations 
with  that  branch  of  the  Federal  government  to  em- 
body the  same  policies  in  that  program;  i.e.,  the 
concept  of  usual  and  customary  fees,  as  determined 
at  local  level.  While  these  negotiations  are  con- 
tinuing, the  Council  has  authorized  extension  of 
the  old  1965  Agreement  with  ODMC  but  has  de- 
clined to  sign  any  new  agreement  or  any  new 
amendments  to  the  basic  agreement  until  a plan 
reasonably  embodying  our  policies  has  been  de- 
veloped and  subjected  to  careful  study  by  our  sev- 
eral committees,  and,  ultimately,  by  the  House. 

Finally,  our  Committee  on  Medical  Care  of 
Veterans  has  been  directed  to  advance  the  same 
policies  with  the  VA’s  officialdom,  and  we  expect 
to  have  a report  on  the  progress  being  made  by  that 
Committee  in  the  near  future. 

In  summary,  then,  the  Council  feels  that  through 
these  efforts  much  has  been  accomplished  toward 
implementing  the  over-all  purposes  of  the  New 
Haven  Association’s  resolution.  If  completely  suc- 
cessful, their  effects  will  ultimately  be  felt  even  in 
privately  operated  clinics  and  other  medical  care 
facilities.  In  the  latter  areas,  however,  it  is  the  feel- 
ing of  the  Council  that  each  physician  or  group  of 
physicians  must  assume  responsibility  for  making 
hnancial  arrangements,  including  reimbursement 
through  third  party  mechanisms,  which  are  satis- 
factory not  only  to  themselves  but  also  are  ap- 
proved by  the  medical  staffs  of  such  clinics  and 
facilities. 

ADDRESS  OF  THE  PRESIDENT 

It  is  indeed  a privilege  and  a pleasure  for  me  to 
address  you  on  the  occasion  of  this  175th  Annual 
Meeting  of  the  Connecticut  State  Medical  Society 
The  past  year  has  been  a stimulating  and  jjleasant 
experience  and  a particular  honor  for  me  as  your 
President. 

Among  the  numerous  duties  and  opportunities 
that  have  been  mine,  one  of  the  most  gratifying 
has  been  the  privilege  of  getting  to  know  so  many 
more  of  my  colleagues  in  medicine  throughout  the 
State.  I regret  that,  due  to  overlapping  engage- 
ments, it  has  not  been  possible  for  me  to  be  i^resent 
at  all  of  the  County  Association  Meetings. 

In  many  ways,  the  past  year  has  been  historic.  It 
has  been  a year  of  not  only  changing  concepts  and 
relationships  in  the  national  social  order,  but  also 
one  of  enforced  transition  in  some  aspects  of  Medi- 


VOLUME  31,  No.  6 


451 


cine.  In  ihe  process  ol  adapting  to  these  niodifua- 
tions,  there  have  l)een  some  difhcnliies  :ind  in- 
evitable (lilleieiues  ol  opinion. 

't'onr  leadeiship  has  encouraged  a Iree  expression 
ol  varied  jroints  ol  view.  It  is  on  this  principle  that 
decisions  are  reached  by  the  Council  in  its  ;ittem])t 
to  act  in  the  best  interest  ol  all  concerned. 

Your  Council,  Olhcers,  and  Executive  .Sttill  have 
been  most  dedicated  in  cturying  out  their  ever- 
im  leasing  responsibilities. 

Ehe  Chairmen  and  Members  ol  the  numerous 
Committees  have  given  mtuh  time  and  ellort  on 
our  hehall  throughout  the  year,  and  I,  as  I’resi- 
deut,  am  most  grateltil  and  appreciative  to  each 
and  every  one  ol  them  lor  doing  a line  job.  While 
acting  on  their  im])oitant  reports  which  you  have 
belore  you  today,  I am  sure  you  will  all  recognize 
the  considerable  time  and  labor  they  have  given 
voluntarily  to  carrying  out  these  assignments. 

Doctors  Klare,  liabbott  and  Eckhardt,  h;ive 
planned  an  outstanding  scientilic  program  lor  this 
meeting.  Disctissions  ol  numerous  subjects  ol  cur- 
rent interest  will  also  be  conchicted  under  the 
auspices  ol  the  Society. 

I urge  you  to  view  the  exhibit  leattiring  works 
ol  art  by  otir  physicians  and  their  lamilies  and  to 
visit  the  boczths  provided  by  our  colleagues  in  the 
pharmticeutic al  ;ind  other  industries  whose  gener- 
otis  suppcjrt  helps  to  make  our  meetings  possible.  I 
believe  you  will  find  the  exchange  ol  inlormation 
and  the  renewal  ol  old  Iriendships  pleasurtible  and 
worthwhile. 

You  have  received  reports  by  our  Officers,  Coun- 
cil and  Committees  on  activities  throughotit  the 
year.  Further  details  are  contained  in  your  Dele- 
gate’s Elandbook.  Ehis  will  provide  inlormation 
lor  your  clelilieration  in  develojring  policies  and 
programs  ol  tiction  lor  the  coming  months.  A 
manual  cju  yotir  role  as  a Delegate  has  been  sent  to 
you.  I hope  you  have  sttulied  it  and  will  reler  to  it 
often  during  the  House  ol  Delegates  meeting. 

At  this  time,  I wish  to  give  credit  to  Dr.  Hradley, 
and  his  committee,  lor  the  introchiction  in  this  ses- 
sion ol  the  House  ol  Delegates  an  extended  use  ol 
Relerence  Committees.  I trtist  this  innovation, 
which  tippeais  to  have  considerable  merit,  will 
serve  to  expedite  the  business  belore  you. 

Many  ol  the  objectives  sought  during  the  year 
have  been  achieved.  Others  nuist  be  carried  on  by 
the  incoming  Piesident  and  yotir  elected  repre.sen- 
tatives.  1 he  Society  has  contintially  maintained  a 
sjjirit  ol  cooperaticjn  and  has  given  constructive 
support  to  many  activities  ol  civic  and  prolessional 
grotips  that  are  vital  to  medicine  and  the  com- 
mtinity.  Several  lacets  ol  the  Society’s  interrelation- 
ship with  hospitals,  agencies,  medical  schools  and 


other  orgtinizations  h;ive  been  reinforced.  New 
ideas  and  piojects  in  progress  will  recjuire  much 
time,  comentratioii  and  ellort  by  all  our  members 
during  the  year  ahead. 

In  reviewing  my  year  in  olfice,  a lew  activities 
and  accomplishments  which  repre.sent  high-water 
marks  in  our  eflorts  to  create  a more  etiective  medi- 
cal society  might  be  mentioned: 

1.  Ehe  inauguration  ol  County  Officers  Conler- 
ences  whidi  bring  together  county  and  state  officers 
lor  lace-to-lace  discussions  of  common  problems. 
Ehese  conferences  have  met  with  succe.ss.  I am  con- 
fident they  will  contintie  to  be  held  in  the  Ititure. 

2.  d'he  activation  ol  the  President’s  Ad  Hoc 
Committee  on  Reoi ganization  and  Planning  which 
made  ;i  comprehensive  study  ol  the  Society’s  struc- 
ttire  ;ind  operating  procedures.  Changes  which 
were  badly  needed  were  lecommended  to  the  Coun- 
cil. 

3.  In  advance  ol  and  in  preparation  for  the  im- 
plementation of  the  Medicare  Program  on  July  1, 
19()(),  as  your  President,  I attended  a Wdiite  House 
Conference  on  national  medical  leaders.  I also  at- 
tended a Special  Session  ol  the  AM.A,  House  of 
Delegates  at  which  resolutions  on  direct  billing 
and  individual  responsibility  ol  participation  were 
adopted. 

1.  Latmching  ol  the  Medicare  Program  in  Con- 
necticut withotit  protest  or  |rroblems  on  the  part 
ol  jjhysicians.  I am  pleased  that  otir  members  have 
adapted  their  practices  so  well  to  the  demands  of 
the  law  and  1 am  protid  ol  their  attitude  of  re- 
sponsibility to  their  patients  and  to  society  as  a 
whole. 

5.  Attendance  by  yotir  President  at  a national 
conference  on  Regional  Medical  Programs  to  learn 
abotit  and  understand  its  implications  belore  it  was 
established  in  Connecticut,  d'his  program,  author- 
ized by  the  DeBakey  legislation,  promises  to  be  as 
revohitionary  as  Eitles  X\'11I  and  XIX  programs. 

().  Participation  in  the  celebration  ol  the  200th 
Anniversary  ol  the  lotmding  of  Litchfield  Cotinty 
Medical  Association  to  confer  honorary  degrees 
and  awards  on  behalf  ol  the  Connecticut  State 
Medical  Society.  One  recipient  has  subsec|uently 
been  awarded  a Nobel  Prize  lor  his  contributions 
to  cancer  research. 

7.  .\dvancement  and  expatision  of  our  legislative 
interests  in  the  State  Capitol  by  meeting  directly— 
and  I hope  elfectively— with  leaders  and  other 
metnbers  ol  the  Getieral  Assembly,  not  only  at  pub- 
lic hearings  l)ut  also  lor  the  first  time,  in  corridor 
meetings,  in  executive  session,  in  special  confer- 
ences, etc. 

In  addition  to  bearing  the  btirden  ol  daily  re- 
sponsibilities ol  administering  medical  care  lor  our 
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patients,  fulfilling  the  demands  of  special  pursuits 
for  the  advancement  of  science,  and  giving  time  to 
teaching  of  medicine,  it  has  been  necessary  for  us 
to  concern  ourselves  rvith  the  netv  economic  plans 
to  provide  medical  services  for  the  citizens  of  Con- 
necticut. Thus  far,  these  plans  have  jrlaced  empha- 
sis primarily  on  making  services  available  for  those 
persons  whom  society  deems  to  be  in  need  of  finan- 
cial assistance  for  their  health  care.  The  over-riding 
concern  of  the  Profession  has  been  that  these  pro- 
grams assure  the  Public  a continuation  of  the  pro- 
vision of  high  quality  medical  care.  In  fact,  current 
legislation  indicates  the  objective  of  removing  the 
stigma  of  “Welfare  Medicine.” 

The  implementation  of  Title  XVIII  of  the  Medi- 
care law  has  been  complicated  in  interpretation 
and  has  added  problems  in  the  administration  of 
this  technique  of  remuneration  for  services  for 
those  over  65.  Difficulties  have  been  encountered 
with  overcrowding  and  serious  delay  in  admission 
of  patients  to  some  of  our  hospitals.  More  disap- 
pointment may  be  anticipated  as  future  demands 
on  extended  care  facilities  and  manpower  occur. 
To  date,  there  has  been  little  intereference  with 
the  usual  methods  by  which  medical  services  are 
provided.  Nevertheless,  almost  constant  supervision 
of  proposed  new  legislation  or  amendments  to  ex- 
isting Medicare  laws  is  required.  It  is  important 
that  these  bills  be  scrutinized  carefully  and  support 
given  to  those  measures  which  are  clearly  in  the 
interest  of  the  patient. 

Up  to  the  present,  experience  with  the  fiscal  in- 
termediary in  this  State  has  been  reasonable  satis- 
factory, as  all  parties  adjust  to  the  numerous  re- 
quirements of  the  regulations.  This  has  been,  in 
part,  due  to  the  active  and  cooperative  liaison  be- 
tween representatives  of  the  State  Society  and  Con- 
necticut General  with  its  accomidated  experience 
in  the  field  of  medical  insurance. 

More  recently  Title  XIX,  “Medicaid,”  with  its 
impending  implications  for  Connecticut,  has  re- 
ceived very  close  attention  of  the  Society.  This  leg- 
islation, which  is  based  on  the  principle  of  provid- 
ing financial  assistance  for  the  medically  needy  on 
a Federal-State  matching  arrangement,  has  met  the 
approval  of  the  Profession.  Eligibility  for  service  is 
limited,  at  present,  to  specific  categories  and  in- 
come levels.  It  is  expected  that  by  1975,  all  “medi- 
cally needy”  will  be  included  under  this  plan  for 
financial  assistance.  As  you  are  aware,  your  State 
Society  has  sidjmitted  bills  to  the  legislature  de- 
signed to  authorize  ecpiitable  payment  for  your 
medical  services.  We  believe  this  is  realistic  and 
es.sential  if  the  Public  is  to  be  assured  high  cpiality 
care  and  to  fulfill  the  intent  of  the  89th  Gongress 
in  adopting  Title  XIX,  namely,  that  “there  be  pro- 
vided one  class  of  service  for  all— the  best— and  the 


elimination  of  ‘Welfare  Medicine’.”  The  meager 
provisions  by  the  State,  up  to  the  present,  have 
necessitated  extensive  charity  on  the  part  of  special 
volitntary  groups,  Foitndations  and  physicians  giv- 
ing their  services  to  the  indigent.  It  is  now  the 
philosophy  of  government  that  the  financial  aspects 
of  this  burden  be  assumed  by  society  generally.  It 
is  the  clear  responsibility  of  local  legislators  to  ap- 
jnopriate  funds  which  will  be  sufficient  to  achieve 
the  desired  result  of  improving  the  health  care  and 
productivity  of  our  citizens. 

As  an  inevitable  consequence  of  the  adoption  of 
methods  of  financing  under  the  Medicare  latv,  em- 
phasis is  now  being  placed  on  cost  analysis.  Indeed, 
a national  conference  was  called  for  the  purpose  of 
finding  methods  of  reducing  the  expense  of  health 
services.  The  attention  of  the  consumer  is  being 
drawn  to  the  quality,  as  well  as  the  quantity,  of 
medical  health  care  to  which  he  is  now  considered 
to  be  entitled  to  as  a right.  Undoubtedly  this  will 
be  accompanied  by  the  setting  up  of  standards  for 
services  whether  rendered  in  the  office,  hospital  or 
laboratory.  It  is  said  that  we  may  soon  be  con- 
fronted with  an  Ombundsman,  who  will  be  legis- 
latively appointed,  to  receive  complaints  of  the 
consumer.  For  these  reasons,  the  Council  has 
authorized  the  formation  of  a committee  to  survey 
and  evaluate  methods  for  determining  minimum 
standards  of  quality  medical  care  which  will  be 
useful  as  guidelines  in  the  future. 

We  have  entered  a phase  of  widespread  review 
and  analysis  of  the  organization  of  medical  services 
and  facilities.  This  data  will  provide  a basis  of  de- 
sign for  posible  redistribution  and  realignment  for 
the  purpose  of  making  more  medical  care  available 
for  more  people  in  a more  efficient  manner.  Exten- 
sive studies  are  under  way  in  all  parts  of  the 
nation.  In  Connecticut,  these  are  l^eing  conducted 
under  the  Regional  Medical  Program  for  Heart 
Disease,  Cancer,  Stroke,  and  related  diseases.  This 
movement,  although  at  this  time  is  out  of  proper 
sequence  in  relation  to  Federal  enactment  of  Medi- 
care legislation  by  the  89th  Congress,  has  consid- 
erable momentum.  It  deserves  the  interest  and  at- 
tention of  the  entire  Profession.  It  has  been  recom- 
mended that  members  of  the  Society  actively  par- 
ticipate and  help  give  direction  during  the  plan- 
ning phase.  Several  members  have  already  been 
appoitited  to  serve  on  committees  assigned  to 
specific  studies  under  the  program. 

Many  of  us  are  cognizant  of  the  deficits  and  the 
sporadic  crises  of  several  nationally  financed  and 
regulated  medical  care  systems,  such  as  that  in  Eng- 
land. We  can  profit  by  their  mistakes.  It  would 
seem  wise  that  less  ctiergy  be  wasted  on  fear  of  en- 
croachment of  this  type  of  socialized  medicine  and 
more  of  our  energy  be  channelled  to  the  guidance 
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()1  existing  lorces  toward  the  liirtherance  of  a truly 
AMERICAN  HEAl/EH  SVSl'EM  with  t)tiilt-in 
flexibility  to  accomodate  the  diversified  needs  of 
our  commtinities. 

This  has  been  a challenging  year  ami  it  is  re- 
assuring that  a dedicated  person  stub  as  E.  Tre- 
niain  Bradley  will  Ije  taking  over  the  resjxtnsihil- 
ities  of  President. 

I am  gratefid  for  the  jjiivilege  yoti  have  given 
me  to  participate  in  the  mainstream  of  action,  as 
well  as  in  theoretical  considerations  of  socio-eco- 
nomic trends  that  are  now  influencing  medical 
affairs.  I consider  it  a valuable  postgraduate  edu- 
cational experience  and  will  apply  insights  I have 
gained  wherever  opportunity  presents  itself.  I 
strongly  urge  each  of  you  to  continue  to  he  in- 
volved in  professional  and  civic  projects  and  give 
direction  to  the  design  of  that  system  which  will 
ensure  the  best  medical  care  for  the  citizens  of 
Connecticut. 

Ehank  you. 

Respectftilly  submitted, 

Orvan  ^\^  He.ss,  M.I). 

REPORT  OF  THE  SECRETARY 

rite  net  gain  of  members  for  the  year  PJtih  was 
()!)  members,  which  is  slightly  lower  than  it  was  in 
1965.  I’he  last  two  years  show  an  increase  over 
previous  years.  Otir  total  increase  for  the  year  was 
179  members  which  is  offset  by  transfers,  resigna- 
tions and  deaths.  It  is  with  regret  that  we  note  that 
almost  half  of  onr  meml)cisliip  loss  was  due  to 
deaths.  detailed  membership  report  for  tlie  year 
1966  follows  this  report. 

It  is  your  Secretary’s  opinion,  that  there  is  now 
more  cohesion  within  our  State  Society.  Individual 
counties  have  shown  marked  interest  in  increasing 
membership  anti  there  seems  to  be  more  active 
membership  participation  at  otir  county  and  state 
meetings.  Last  fall  a Conference  of  State  and 
County  Olheers  was  held  and  it  is  felt  that  this 
type  of  meeting  is  a gootl  way  to  get  at  grass  toot 
thinking,  and  gives  the  county  and  state  officers  an 
opportunity  to  discti.ss  mutual  plans. 

Respectfully  submitted, 

W'.vi.Do  E.  Martin 

Membership  Report  Of  Secretary 


I AIRI  IKI.I)  C'.OIIN  I V 

,Mcmhci\sliii>— [aiuiai y 1,  ISKiti  914 

New  Members  27 

Less; 

Deaths  (i 

Resignations  5 

Transfers  1 


Non-payment  dues 


17 

Net  Gain  10 

Ntemitership— Dceemiter  31,  19(i()  954 

Hartiori)  County 

Memhersliip— Jannary  1,  1966  1,113 

New  Memiters  45 

Less: 

Deaths  |() 

Resignations  10 

Transfers  8 

Non-])aytnent  clues  10 

38 

Net  Gain  7 

Mcmitership— Deeetnber  31,  1966  1,120 

J.iTciiFiF.i.i)  County 

Membership— January  1,  196()  140 

New  Members  , 15 

Le.ss: 

Deaths  1 

Resignations  1 

T'ransfers  2 

Non  payment  dues  1 

5 

Net  Gain  10 

5rembership— Deeetidter  31,  1966  150 

Mit)t)i,F.sKx  County 

.Membership— Jamtaiy  1,  19()(i  118 

New  Members  7 

Less: 

Deaths  1 

Resignations  1 

T'ransfers  1 

Non-payment  dues  0 

3 

Net  Gain  4 ' 

Membership— December  31,  19()6  122 

Nfw  Ha\fn  County 

Membership— January  1,  19(i()  994 

New  Members  66 

Less: 

Deaths  21 

Resignations  11 

Transfers  4 

Non-payment  clues  4 

40 

Net  Gain  26 

Membership— December  31,  1966  1,020 
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S'ew  London  County 

Membership— January  1,  1966  198 

New  Members  12 

Less: 

Deaths  2 

Resignations  1 

Transfers  1 

Non-payment  dues  0 


l.iKlilield  150 

Middlesex  122 

New  Haven  1,020 

New  London  206 

Tolland  29 

Windham  74 

Associate  Members  10 


4 


Net  Gain  8 

Membership— December  31,  1966  206 

Lolland  County 

Membership— January  1,  1966  26 

New  Members  4 

Less: 

Deaths  1 

Resignations  0 

Transfers  0 

Non-payment  dues  0 

1 

Net  Gain  3 

Membership— December  31,  1966  29 

iViNDHAM  County 

Membership— January  1,  1966  73 

New  Members  3 

Less: 

Deaths  0 

Resignations  1 

T ransfers  1 

Non-payment  dues  0 

9 

Net  Gain  1 

Membership— I'iecember  31,  1966  74 

Associate  Members  10 

New  Members  0 

Less  Deaths  0 


Associated  Members  December  31,  1966  10 

Lotal  Soc:ietv  Membersiiu’— January  I,  196(i  3,606 

New  Members  179 


3,785 

42 
30 
18 

20  110 

Lotal  Society  MEMiiERsiin>— December  31,  1966  3,675 

Net  Gain  for  year  69 


Less: 

Deaths  

Resignations  

Transfers  

Non-payment  dues 


Lot  ALS 


Fairfield  954 

Hartford  1,120 


3,685 


REPORT  OF  THE  TREASURER 

The  financial  statements  prepared  by  Seward 
and  Monde,  auditors  of  the  Society,  are  sell- 
explanatory  and  are  respectfully  submitted  as  the 
report  of  the  Treasurer. 

After  reporting  for  six  consecutive  years  that  the 
surplus  funds  of  the  Society  were  being  depleted, 
we  are  pleased  to  report  that  the  trend  has  finally 
been  reversed  and  that  this  year  we  were  able  to 
replace  some  of  the  previous  depletions.  When  the 
Budget  Committee  was  preparing  the  1966  Budget, 
it  was  realized  that  the  surplus  funds  of  the  Society 
were  down  to  about  one-half  of  the  desired  level  of 
reserves  and  it  was  for  this  reason  that  a clues  in- 
crease was  recommended  in  1966.  The  dues  in- 
crease and  a sizeable  increase  in  advertising  income 
are  the  turn  major  factors  that  matle  this  replace- 
ment possible. 

It  is  considered  good  business  practice  to  hold 
in  reserve  the  equivalent  of  at  least  one  year’s 
anticipated  income.  On  this  basis  we  are  still  about 
twenty-five  per  cent  short  and  it  is  hoped  that  with 
prudent  management,  we  can  reacli  the  desired 
objective. 

Respectfully  submitted, 

IsADORE  S.  Goldberg,  M.D. 

T reasurer 

REMARKS  BY  E.  TREMAIN  BRADLEY,  M.D. 

At  Inauguration  As  President  Of  The 
Connecticut  State  Medical  Society 

Mr.  Si'earer,  Dr.  He,s,s,  Members  of  the  House, 

Welcome  Guests: 

In  my  first  words  to  you  as  President  of  the 
Connecticut  State  Medical  Society,  I wish  to  make 
certain  acknowledgments.  I wish  to  express  my  ap- 
preciation for  the  opportunity  of  serving  you  for 
the  forthcoming  year.  Your  Council  has  been  most 
tolerant  of  my  searchings— encouraging,  sometimes 
sobering,  even  permissive.  In  undertaking  this 
work,  I have  relied  heavily  upon  the  fund  of 
knowledge,  the  limitless  energy  and  the  genuine 
cooperation  of  our  General  Manager,  Dr.  Richards. 
And  I am  grateful  and  bounden  to  Dr.  Orvan 
Hess,  who  as  President  this  past  year  has  befriended 
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me  and  been  most  generous  in  cooperating  with 
ihe  (hanges  which  were  started  today  in  the  modus 
operandi  ol  (lie  House  oi  Delegates  and  which  we 
hope  lo  see  progress  much  luriher  next  year.  I 
hope  yon  apjiieciate,  as  I do,  his  consideration  ol 
all  points  ol  view,  his  impartial  judgment,  and  his 
fine  leadership. 

The  world  today  is  full  of  change.  Is  this  prog- 
ress or  regression?  Our  federal  father  is  lostering 
a “Great  Society.”  Our  sister  state  is  sponsoring  a 
“fust  Society.”  As  Orvan  Hess  says,  we  physicians 
in  Gonnectient  want  a “Just  Great  Society.”  It  is 
obvious  that  we  cannot  continue  according  to  pat- 
tern because  of  all  the  forces  which  are  brought  to 
bear  upon  the  practice  of  medicine.  .Some  of  these 
are  intrinsic  and  some  extrinsic.  Perhaps  this  is  the 
time  to  statul  back  and  apprai.se  objectively  the  job 
which  needs  to  be  done  and  what  we  have  to  do  it 
with,  not  being  unmindful  of  history  and  yet  not 
overly  prejudiced  by  it. 

Today’s  physician  is  blessed,  and  burdened,  with 
a vastly  expanded  science  of  medicine.  He  sulfers 
from  tlie  pressures  of  complicated  diagnoses  and 
the  intricate  processes  of  directing  treatment.  Our 
scientific  advances  and  excellent  medical  care  of 
patients  has  precipitated  a socio-economic  crisis. 
\Ve  must  certainly  undertake  the  role  of  efficiency 
expert  in  apportioning  the  scarce  medical  person- 
nel so  as  to  give  optimum  care  for  all. 

Are  we  .seeking  for  immortality  of  the  body 
along  with  the  soul  or  when  does  the  soul  leave 
the  body?  d'o  what  extremes  must  we  go— urged  by 
our  conscience,  or  the  conscience  of  the  elderly 
patients’  family,  or  the  threat  of  the  law— in  con- 
tinuing the  physiologic  performance  of  the  body  a 
few  extra  days  or  weeks  or  hour.s— to  the  financial 
destruction  of  the  relatives?  Does  not  an  individual 
have  a right  to  die  with  dignity? 

External  pressures  also  confront  us.  E’nfortunate- 
ly,  the  series  of  political  moves  over  the  past  few 
years  were  not  designed  primarily  for  the  benefit 
of  the  ])atients  but  rather  as  power  jjlays.  In  Gon- 
gress  now  is  House  Bill  5710  containing  various 
amendments  to  the  Medicare  Bill  (too  bad  the 
basically  good  Kerr-M ill’s  Law  was  not  accordetl  a 
similar  courtesy!)  ,\11  members  of  the  .Society  have 
received  comments  about  the  various  parts  of  this 
Bill.  They  warrant  your  immediate  attention— and 
action!  Each  of  us  should  select  two  or  three  items 
which  are  of  particidar  interest.  I'hen  write  yonr 
two  Senators  and  the  Representative  from  your 
area  about  them.  Your  letters  will  receive  much 
more  attention  than  they  did  last  time. 

\Vc  must  be  sure  to  have  physician  lepiesenta- 
tion  on  all  committees  and  commissions  invohed 


in  health  care  so  that  the  true  facts  can  be  pre- 
sented and  the  interest  of  the  ]>atients  can  be  pro- 
tected. We  must  try  to  take  an  unprejudiced  look 
at  the  whole  situation,  hopehdly  coming  np  with 
constructive  and  practical  thoughts. 

The  onslaught  of  the  campaign  of  the  lay  press 
to  undermine  the  public’s  confidence  in  doctors 
.seems  to  be  losing  momentum.  Coidd  this  be  at 
least  in  part  because  organi/ed  medicine  has 
stopped  worrying  about  public  opinion  at  every 
turn  and  has  proceeded  with  what  seems  best?  We 
must  have  clear  thinking,  d'hen  we  must  have  cour- 
age. No  one  can  destroy  the  dignity  of  the  medical 
]jrofe.ssion— indess  it  be  the  profe.ssion  itself  and 
this  is  indeed  unlikely.  Of  course,  nobody  is  per- 
fect. Every  group  is  apt  to  have  .some  ‘bad  boys”  in 
it,  and  the  medical  profession  is  no  exception.  But 
by  and  large  when  it  comes  to  the  giving  of  time, 
energy,  and  self,  in  the  service  to  his  fellow  man, 
the  physician  stands  about  at  the  top  of  the  list. 

Long  before  the  popidar  literary  game  of  dis- 
crediting the  doctor,  and  before  the  politicians 
started  vying  to  establish  the  highest  standards  of 
health  care,  the  medical  profession  had  instituted 
auditing  systems  to  improve  and  make  more  effi- 
cient a system  of  delivery  of  medical  service  un- 
etpialed  in  the  world,  a system  unfettered  by  gov- 
ernment fasces— statutory  and  financial.  Medical 
service  is  from  human  being  to  another;  it 
shonld  not  be  categorized,  nor  so  remunerated. 
Impatience  and  pre.ssures  from  non-professionals 
may  residt  in  too-hasty  stream-lining.  We  must 
cope  with  whatever  the  facts  are  and  continue  our 
efforts  to  improve  the  situation. 

If,  after  these  remarks,  you  are  confused,  that 
puts  us  all  in  the  same  boat.  Let  each  and  every 
one  of  us  dip  our  oar  in.  Ehere  will  be  .some  crabs 
caught  and  a bit  of  splashing,  but  the  boat  will 
generally  move  up-stream  to  new  scenery  and 
fresher  water. 

Challenge  may  be  the  cornerstone  of  progress  but 
;is  you  .see,  progress  now  presents  a challenge.  Do 
yon  accept  it? 

Discuss  in  your  local  and  county  medical  associ- 
ations the  problems  which  you  see  in  practice,  and 
send  these  on  to  the  House  of  Delegates  for  discus- 
sion in  a reference  committee.  The  resolution  can 
be  simply  for  study,  with  or  without  recommended 
action.  In  the.se  times  of  doubt,  insecurity  and 
struggle,  we  doctors— individualists  that  we  all  are 
—must  pull  together.  It  would  be  indeed  nnfor- 
tnnate  if  it  became  necessaiy  for  the  |)hysicians  of 
this  country  to  band  together  to  form  a federation. 
1 believe  in  the  integrity  ol  the  efixtors  and  the 
intelligeiue  ol  the  people  of  this  (ountry. 
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OBITUARIES 


Charles  Lewis  Larkin,  M.D. 

1889- 1967 

Ur.  Larkin,  attending  gynecologist  at  the  Water- 
btiry  Hospital  and  St.  Mary’s  Hospital  in  Water- 
bury,  died  suddenly  ol  a coronary  occlusion  in 
Inverness,  Florida,  on  February  8,  1967. 


Dr.  Larkin  was  born  in  Waterbury  on  March  31, 
1889.  He  graduated  from  Crosby  High  School  in 
1908;  received  a B.A.  from  Yale  University  in  1912; 
M.D.  in  1915.  He  had  internships  and  residencies 
in  surgery  at  St.  Luke’s  Hospital,  New  York,  1915- 
17;  in  gynecology  at  Roosevelt  Hospital,  1917-18; 
and  in  obstetrics  at  Fordham  Hospital,  1919.  He 
was  in  the  FTnited  States  Army  Medical  Corps  from 
August,  1917,  to  November,  1918.  He  was  licensed 
to  practice  in  Connecticut  in  1919,  when  he  opened 
his  office  in  Waterbury,  sj^ecializing  in  obstetrics 
and  gynecology. 

Dr.  Larkin  had  a large  practice,  with  many  de- 
voted patients  in  whom  he  took  a great  deal  of  per- 
sonal interest.  The  fact  that  his  personal  kindnesses 
are  remembered  by  so  many  is  an  eloquent  tribute 
to  the  deep  concern  he  showed  for  the  welfare  of 
his  patients  beyond  their  illnesses.  After  maintain- 
ing an  office  for  many  years  on  North  Main  Street, 
Dr.  Larkin  built  the  Larkin  Clinic  on  Chase  Park- 
way in  1954.  He  continued  to  see  patients  at  the 
clinic  up  until  shortly  before  his  death,  although 
he  had  retired  from  active  surgery  two  years  earlier. 

Coming  to  Waterbury  from  the  Army  and  the 
New  York  hospitals.  Dr.  Larkin  was  deeply  inter- 


ested in  both  the  Waterbury  Hospital  and  St. 
Mary’s  Hosjiital,  and  put  a great  deal  of  effort  into 
stall  organization,  hospital  procedures,  and  the 
educational  programs  which  contributed  to  the 
raised  standards  and  eventual  accreditation  of  both 
hospitals.  He  was  president  of  the  staff  at  St.  Alary’s 
Hospital  in  1947  and  of  the  Waterbury  Hospital 
medical  staff  in  1950. 

As  an  outgrowth  of  his  type  of  practice.  Dr.  Lar- 
kin early  became  interested  in  the  problem  of 
malignancy  and  was  a founder  of  the  Connecticut 
Cancer  Society  of  which  he  was  a past  President. 
In  1952,  Dr.  Larkin  was  awarded  the  Gold  Aledal 
of  the  American  Cancer  Society  for  his  “significant 
contribution  to  the  control  of  cancer.” 

Dr.  l.arkin  was  active  in  the  Waterbury  Aledical 
Association  and  was  President  in  1948.  For  many 
years  he  successfully  guided  the  financial  policies  of 
the  Association.  He  also  belonged  to  many  other 
medical  societies  and  organizations.  Among  these 
were  the  New  Haven  County  Medical  Association, 
the  Connecticut  State  Medical  Society,  the  Ameri- 
can Aledical  Association,  the  New  England  Surgical 
Society,  the  New  England  Gynecological  and  Ob- 
stetrical Society,  and  the  New  England  Cancer  So- 
ciety. He  w'as  a diplomate  of  the  American  Board 
of  Obstetrics  and  Gynecology  and  a Eellow  of  the 
American  College  ol  Surgeons. 

Dr.  Larkin  was  highly  regarded  by  his  colleagues 
as  an  original,  resomceful,  and  skillful  surgeon. 
Thronghout  his  life  he  was  always  modest,  genial, 
and  unassuming,  and  had  a delightful  sense  of 
humor. 

Fie  was  quite  an  athlete  in  his  earlier  years,  a 
strong  conqjetitor,  and  was  on  the  Yale  track  team 
in  college.  He  kept  up  his  golf  and  tennis  until 
very  recently. 

Dr.  Larkin  was  helpful  to  many  newcomers  in 
the  231'ofession  in  Waterbury  and  many  of  us  had  a 
warm  and  lasting  apj^reciation  over  the  years  for 
the  encouragement,  advice,  and  help  in  those  early 
days.  He  will  be  remembered  as  one  of  the  most 
colorful  members  of  a long  line  of  eminent  Water- 
bury jrhysicians. 

T’he  aforementioned  accomjrlishments  indicate 
the  many  contributions  made  by  Dr.  Larkin  to  the 
Connecticut  area  both  in  medical  and  in  com- 
munity affairs.  Dr.  Larkin  was  indeed  a remarkable 
man. 

John  H.  Foster,  m.d. 

Albert  E.  Herrmann,  m.d. 
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Francis  L.  Lundborg,  M.D. 

1902-  1967 

Dr.  J'l'ancis  L.  I ,uiull)(jig,  (i],  ol  35  North  Main 
Street,  West  Hartlord,  Coiiiieetieut  j)assed  a\v;iy  at 
llie  Jhirtlord  Hospital  on  April  Hi,  19()7. 


liorn  in  Central  F;dls,  R.  I.,  he  lived  in  West 
Ihntlord  most  ol  his  lile.  Cir;uhi:iting  from  Hart- 
lord  High  School  he  went  on  to  Trinity  College 
;ind  received  his  B.S.  degree  in  1924,  his  M.S.  degree 
the  following  year,  and  then  his  M.D.  degree  from 
5;ile  Medictil  .School  in  19.30.  He  then  interned  at 
the  Hartlord  Hospital  ;ind  entered  private  practice 
in  1932. 

Dr.  l.nndborg’s  ])rofessional  life  was  largely  de- 
voted to  Trinity  College  where  he  did  an  ontstand- 
ing  job  which  won  him  the  high  esteem  of  many 
generations  of  students,  and  the  respect  and  af- 
fection of  his  academic  colletignes.  At  first  his  ser- 
vice to  the  college  w;is  part  time,  during  which  he 
was  also  in  jjiivate  jnactice.  In  1934  he  became 
;issist;int  medical  direc  tor  and  in  1948  medical  direc- 
tor. 

Dining  Uhnld  War  11  he  served  as  a Captain  in 
the  Army  Medical  Corjjs,  as  an  army  surgeon  both 
in  the  Lhiited  Sttites  and  France. 

His  life  was  beset  by  nitiny  unusual  physical  dif- 
ficulties which  reepured  many  prolonged  and  .seri- 
ous hosjiitalizations.  4 hrough  these  experiences  he 
maintained  ecpianimity  and  good  humor.  He  was  a 
good  father  with  three  fine  sons,  one  of  whom  has 
followed  him  into  medicine  ;ind  will  graduate  from 
medical  school  this  June,  and  then  intern  at  the 
Hartford  Flospital.  Dr.  Lundborg  knew  of  this 
before  his  death  and  was  proud  of  this  .son  as  he  was 
prottcl  of  the  achievements  of  all  three  of  his 
children. 

.Always  a good  fellow,  he  loved  bridge  and  played 
this  g;nne  with  ;in  all  out  brilliance  cpiite  disconcert- 


ing to  his  fellow  opponents.  His  friends  and  Trinity 
College  will  miss  him. 

He  le;i\es  his  wile,  Dorothy  .May  Fundliorg,  al- 
ways staunch  and  loyal;  three  sons  Francis  L.  Luncl- 
beng,  Jr.,  Richard  Dodge  Lundborg,  both  of  AVT'st 
Hartlord  ;uul  C,arl  If.  Lundborg  who  will  shortly 
be  adding  the  suffix,  M.D.  to  his  name;  a brother 
Wallrid  (b  Lundborg  ol  Farmington  and  a sister 
.Miss  Lclcla  L.  Lundborg.  He  was  a member  cjf  .St. 
James  Fpiscopal  Church,  WTst  Hartford,  the  Flart- 
foicl  Hospital  Staff,  the  Hartford  County  Medical 
Society,  the  Connecticut  State  Medical  Society  and 
the  American  Medical  .As.sociation. 

Lewis  .A.  (;riffin,  m.d. 

Edwin  R.  Connors^  M.D. 
1904-1967 

Dr.  Felwin  Connors,  medical  director  of  the  Con- 
nectictit  State  Welfare  Dejiartment,  died  at  his 
home  in  Hartford  Match  18,  I9b7. 

Born  Jtine  3,  1904,  in  Stonington,  Connecticut, 
he  was  a graduate  of  Pro\iclence  College  and  re- 
cei\ed  his  M.D.  degree  from  Boston  University 
School  of  Medicine  in  1931.  He  interned  at  Bridge- 
port Flospital  1931-1932,  after  which  he  started 
general  jirttctice  in  Bridgeport.  He  was  a senior 
attending  and  the  first  chiel  of  the  general  practice 
section,  which  he  helped  organize  at  Bridgeport 
Hosjjital.  He  served  in  the  Army  Medical  Corps 
with  the  rank  of  captain  from  1942  to  1943.  He  was 
past  president  of  the  Bridgeport  Hospital  staff. 

Fie  was  a past  jnesident  of  the  Bridgeport  Medi- 
cal .Associtition.  In  1953,  he  was  president  of  the 
Connecticut  .Academy  of  General  Practice  and  had 
been  a member  ol  its  botncl  cjf  governcjrs  since  1948. 
Fie  was  a member  of  the  Fairfield  County  Medical 
.Association  and  served  as  its  secretary  from  1949  to 
1955  and  was  a member  of  its  board  of  trustees.  He 
was  a transfer  member  to  the  Hartford  County 
Medical  .A.s.sociation  and  a member  of  the  Con- 
necticut .State  Medical  .Scjcietv  and  the  A.M..A. 

\\4iile  in  Bridgeport,  he  was  medical  examiner 
for  Isast  Bridgeport  from  1951-19()0.  He  was  a mem- 
ber ol  the  Knights  of  Columbus,  St.  Lukes  Physi- 
cian and  Dentist  Chiilcl,  the  Fairfield  County  Medi- 
cal Ciolf  .Association  and  the  .Association  of  Medi- 
cal Fxaminers  of  Connecticut. 

In  1960  he  was  apjKnnted  medical  director  of  the 
State  Welfare  Depaitment  where  he  served  until 
his  death. 

During  the  last  days  of  his  life,  Dr.  Connors  con- 
cern Wits  for  his  family  ;itul  friends.  He  knew  the 
nature  ol  his  illness  hut  he  continued  to  do  his 
work  :is  long  as  he  was  physically  able.  Among  his 
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last  -uords  to  me  about  liis  enlorcetl  idleness  were, 
"What  a waste  ol  time.” 

W'orking  aiul  helping  others  was  a way  of  life 
with  Dr.  Connors.  Many  of  the  younger  doctors  in 
the  Academy  of  General  Practice  will  remember 
the  help  and  advice  he  gave  them  when  it  was 
needed  most. 

Dr.  Connors  started  his  general  practice  in 
Bridgeport  in  the  difficnlt  days  of  the  “early  thir- 
ties.” He  loved  his  work  and  was  rewarded  by  the 
affection  of  his  patients.  I believe  that  the  condi- 
tions which  Dr.  Connors  found  in  those  depression 
years  later  helped  him  to  decide  to  leave  his  prac- 
tice and  move  to  Hartford.  He  became  medical  di- 
rector of  the  State  Welfare  Department  where  he 
used  his  executive  ability  to  procure  good  medical 
care  for  the  needy.  During  the  seven  years  which 
he  served  as  medical  director,  his  abilities  were 
recognized  by  his  superior,  by  his  staff  and  medical 
directors  in  many  parts  of  the  country. 

f was  privileged  to  know  Dr.  Connors  as  a class- 
mate, family  physician  and  friend.  His  loss  will  be 
a great  one  to  his  beloved  wife,  Ruth,  and  devoted 
sister,  Mary,  and  to  his  many  friends  in  the  profes- 
sion. VV^e  shall  remember  his  good  service  and 
cherish  his  memory. 

Nicholas  E.  Creaturo,  m.d. 


In  Memoriam 


Davis,  Thomas  F.— Bridgeport;  Tufts  University 
School  of  Medicine,  1921.  During  World  War  ff. 
Dr.  Davis  was  chairman  of  the  Medical  Aid  Serv- 
ices Division  of  the  Fairfield  Defense  Council.  He 
was  the  physician  at  Fairfield  Preparatory  School 
and  Fairfield  LIniversity.  He  was  also  chairman  of 
the  Fairfield  School  Board.  Dr.  Davis  was  associated 
with  St.  Vincent’s  Hospital.  He  was  a member  of 
the  Fairfield  County  Medical  Association,  the  Con- 
necticut State  Medical  Society,  and  the  American 
Medical  Association.  Dr.  Davis  Died  April  14  at 
the  age  of  69. 

Rogowski,  Bernhard  A.— New  Haven;  Yale  Uni- 
versity School  of  Medicine,  1924.  Dr.  Rogowski 
was  a practicing  psychiatrist  in  the  New  Haven  area 
for  over  30  years.  He  was  an  associate  professor 
emeritus  of  Clinical  Neurology  at  the  Yale  Uni- 
versity Medical  School.  He  was  a member  of  the 
New  Haven  County  Medical  Association,  the  Con- 
necticut State  Medical  Society,  and  the  American 
Medical  Association.  Dr.  Rogowski  died  April  14, 
at  the  age  of  66. 


Tate,  William— Deep  River;  Yale  University 
School  of  Medicine,  1929.  Dr.  Tate  had  practiced  in 
Deep  River  for  over  3.')  yeais.  During  World  \Ahn  11 
he  was  a ca^rtain  in  the  Army  Medical  Corps.  Dr. 
I’ate  was  one  of  the  founders  of  the  Deep  River 
Ambulance  Association  and  has  been  a director  for 
the  past  ten  years.  He  was  on  the  medical  staff  at 
the  Middlesex  Memorial  Hospital.  He  was  a mem- 
ber  of  the  Middlesex  County  Medical  Association, 
the  Connecticut  State  Medical  Society,  and  the 
American  Medical  Association.  He  was  also  a mem- 
ber  of  the  Middlesex  County  Heart  Association. 
Dr.  Tate  died  April  29  at  the  age  of  63. 


Around  The  State 


New  Haven  County 

The  first  meeting  of  the  New  Haven  County 
Medical  Association  Board  of  Governors  since  elec- 
tions held  at  the  Annual  Meeting  in  March,  took 
place  at  the  Colonial  House  in  Hamden  Thursday, 
April  20,  1967,  at  4:30  P.M.  Dr.  Bernard  Burnham 
of  Waterbury  was  elected  chairman  of  the  Board 
for  1967-68. 

The  business  of  the  meeting  had  to  do  largely 
with  resolutions  which  will  appear  on  the  agenda 
of  the  annual  meeting  of  the  House  of  Delegates  of 
the  Connecticut  State  Medical  Society,  April  25, 
1967.  Some  of  these  have  originated  in  our  Board 
of  Governors. 

Briefly  listed,  one  of  our  resolutions  asked  the 
House  to  urge  the  S<^ate  Board  of  Health  to  allow 
any  qualified  physician  who  has  privileges  to  per- 
form gynecological  surgery  to  admit  clean  gynecolo- 
gical cases  to  the  obstetrical  ward.  Another  dealt 
with  the  “usual  and  customary  fee”  as  paid  by 
AVelfare  Commissioner  Shapiro.  It  was  called  a 
jjaradox  and  we  went  on  record  opposing  any  fee 
schedule  that  is  used  to  implement  Title  XIX. 
Fwo  other  resolutions  dealt  with  the  question  of 
Specialists’  Professional  Services  and  prescribing  by 
generic  terms. 

A complete  report  of  our  Annual  Meeting  was 
sidimitted  by  the  Clerk  and  Committees  were  ap- 
pointed by  Dr.  Burnham  as  specified  in  the  By- 
laws. 

The  meeting  was  followed  by  the  usual  social 
hour  and  dinner. 

Respectfully  submitted, 

H.  A.  Levin,  m.d. 
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MEDICAL  NEWS 

Physician  Responsibility  In 
Preventing  Suicide 

The  physician  has  both  an  opportunity  and  re- 
sponsibility  to  prevent  many  stiicides,  says  the  cur- 
lent  |ournal  ol  the  American  Medical  Association. 

liecause  many  disturbed  people  see  a physician 
lor  some  real  or  imagined  physical  complaint  be- 
lore  attempting  stiicide,  the  cloctm  has  a chance  to 
observe  their  condition  and  take  action  to  help 
save  their  lives. 

'I’lie  physician  walks  a fine  line,  however,  be- 
tween his  ethical  responsibility  to  preserve  the  pa- 
tient’s privacy  when  the  threat  ol  suicide  is  not 
serious,  and  his  responsibility  to  save  liie  whcti 
it  is. 

I bis  resj^onsibility  lor  taking  preventive  action 
in  suicide  threats  is  an  added  role  lor  the  physi- 
cian, one  he  has  been  asked  to  assume  otily  re- 
cently, notes  a journal  editorial. 

One  Journal  report  presents  a Boston  psychi- 
atrist’s multistep  test  lor  determining  the  serious- 
ness ol  a stiicide  threat.  The  physician’s  responsi- 
bility lor  preventing  suicide  increases  with  each  in- 
dication that  the  patient’s  threat  is  serious,  said 
Philip  Solomon,  M.D.,  ol  the  Beaton  City  Hospital 
psychiatric  service  and  Harvard  Medical  School. 

•\  second  journal  article  by  two  St.  Louis  psychi- 
atrists notes  that  alcoholics  who  have  recently  lost 
a loved  one  are  particularly  vulnerable  to  suicide. 
They  report  that  among  31  consectitive  alcoholic 
suicides  in  an  urban  area,  nearly  hall  the  deaths 
occurred  within  a year  alter  the  loss  by  death,  di- 
vorce, or  separation  ol  someone  close  to  the  vic- 
tim. 'Lire  majority  ol  these  suicides  happened 
within  six  weeks  of  the  lo.ss. 

It  is  impossible  to  prevent  many  suicides,  partly 
because  the  triggering  emotional  crisis  cannot  be 
anticipated.  It  is  possible,  however,  to  determine 
when  a person  is  alcoholic  and  to  anticipate  such 
crises  as  divorce  and  separations,  said  the  authors, 
George  E.  Murphy,  M.D.,  and  Eli  Robins,  M.D., 
ol  the  Washington  University  department  ol  psy- 
chiatry, St.  Louis. 

“Probably  most  normal  people  have  had  stncidal 
or  hotniciclal  thoughts  at  some  time  in  their  lives,” 
Dr.  Solctmon  said. 

W'hen  they  talk  about  these  in  the  doctor’s 
office,  it  may  not  be  seriotis  at  all.  But  when  the 
doctor  asks,  “Have  you  thought  about  how  you 
would  do  it?”  and  il  the  patient  has  some  petsitive 
answers  about  sleeping  pills,  jtmiping,  drowning, 
.shooting,  etc.,  then  Inrther  cjtiestioning  is  called 
for.  Dr.  Solomon  said. 


Tandearil* 

oxyphenbutazone 


Therapeutic  Effects:  Tandearil  is  a nonhormonal  compound 
which  may  rapidly  resolve  inflammation  and  help  restore 
normal  joint  function.  Its  action  does  not  affect  pituitary- 
adrenal  function  or  impair  immune  responses.  Its  value 
in  osteoarthritis  is  especially  noteworthy  because  this 
disorder  responds  inconsistently  to  steroids  and  is 
often  resistant  to  salicylates.  Further,  indomethacin  is 
limited  only  to  osteoarthritis  of  the  hip,  whereas  oxyphen- 
butazone is  effective  in  all  forms  of  the  disease, 

Contraindications:  Edema;  danger  of  cardiac  decompen- 
sation; history  or  symptoms  of  peptic  ulcer;  renal, hepatic 
or  cardiac  damage;  history  of  drug  allergy;  history  of  blood 
dyscrasia.  The  drug  should  not  be  given  when  the  patient 
is  senile  or  when  other  potent  drugs  are  given  concurrently. 

Warning:  If  coumarin-type  anticoagulants  are  given  simul- 
taneously, watch  for  excessive  increase  in  prothrombin 
time.  Pyrazole  compounds  may  potentiate  the  pharmaco- 
logic action  of  sulfonylurea,  sulfonamide-type  agents  and 
insulin.  Carefully  observe  patients  receiving  such  therapy. 
Use  with  great  caution  in  the  first  trimester  of  pregnancy. 

Precautions:  Obtain  a detailed  history  and  a complete 
physical  and  laboratory  examination,  including  a blood 
count.  The  patient  should  be  closely  supervised  and  should 
be  warned  to  report  immediately  fever,  sore  throat,  or 
mouth  lesions  (symptoms  of  blood  dyscrasia);  sudden 
weight  gain  (water  retention);  skin  reactions;  black  or  tarry 
stools  or  other  evidence  of  intestinal  hemorrhage.  Make 
regular  blood  counts.  Discontinue  the  drug  and  institute 
countermeasures  if  the  white  count  changes  significantly, 
granulocytes  decrease,  or  immature  forms  appear.  Use 
greater  care  in  the  elderly  and  in  hypertensives. 

Adverse  Reactions:  The  most  common  are  nausea,  edema 
and  drug  rash.  The  drug  has  been  associated  with  peptic 
ulcer  and  may  reactivate  a latent  peptic  ulcer.  Infre- 
quently, agranulocytosis,  or  a generalized  allergic  reaction 
may  occur  and  require  withdrawal  of  medication.  Stoma- 
titis, salivary  gland  enlargement,  vomiting,  vertigo  and 
languor  may  occur.  Leukemia  and  leukemoid  reactions 
have  been  reported  but  cannot  definitely  be  attributed  to 
the  drug.  Thrombocytopenic  purpura  and  aplastic  anemia 
may  occur.  Confusional  states,  agitation,  headache, 
blurred  vision,  optic  neuritis  and  transient  hearing  loss 
have  been  reported,  as  have  hyperglycemia,  hepatitis, 
jaundice,  and  several  cases  of  anuria  and  hematuria.  With 
long-term  use,  reversible  thyroid  hyperplasia  may  occur 
infrequently.  Moderate  lowering  of  the  red  cell  count 
due  to  hemodilution  may  occur. 

Dosage  in  Osteoarthritis:  The  initial  daily  dosage  in  adults 
is  300-600  mg.  in  divided  daily  doses.  When  improvement 
occurs,  dosage  should  be  decreased  to  the  minimum 
effective  level;  this  should  not  exceed  400  mg.  daily,  and 
is  often  achieved  with  only  100-200  mg.  daily. 

For  complete  details,  please  refer  to  full  prescribing 
information,  6562-VI(B)R 

Avaifabiiity:  Tablets  of  100  mg. 


Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation 

Ardsley,  New  York 
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ANNUAL  REPORT  OF  THE  PRESIDENT  - MAY  25,  1967 


II  I may  beg  your  indulgence  for  a brief  moment, 
I would  like  to  relate  a brief  bit  of  humor  that  has 
a direct  relationship  to  my  report  to  you. 

Do  you  recall  the  recent  cartoon  in  Neivs  Week 
magazine  appropo  to  an  article  on  the  difficulties 
of  a contemporary  college  education,  called  “The 
Pressure  Cooker”?  The  cartoon  depicts  an  anxious 
father  at  the  telephone  (and  I’m  sure  those  of  you 
who  have  or  had  daughters  or  sons  in  college  will 
appreciate  this)  ; Mother  is  coming  down  the  stairs, 
hand  clutched  to  breast,  other  hand  clutching  the 
stair  rail  as  father  says  “Listen  to  me  Francine,  stay 
in  Wellesley,  we  will  discuss  ‘Who  you  are  and 
who  I am’  over  the  vacation.” 

As  to  who  YOU  are.  Your  Auxiliary  believes  (to 
borrow  from  the  vernacular)  YOU  are  “THE 
MOST,”  YOU  are  our  “raison  d’etre.” 

Now  . . . WHO  ARE  WE?  Your  Auxiliary  is  an 
organization  of  1,141  women  whose  primary  objec- 
tive is  to  assist  the  Connecticut  State  Medical  So- 
ciety in  its  program  for  the  advancement  of  medi- 
cine and  public  health. 

Through  the  various  scholarship  committees  in 
the  County  Auxiliaries,  thousands  of  dollars  are 
raised  each  year  and  given  in  direct  grants  to  medi- 
cal students,  student  nurses,  and  A.M.A.E.R.F. 

Through  the  Legislative  Committee  we  support 
those  bills  which  your  Legislative  Chairman  asks  us 
to  su]:>port  and  register  our  protests  to  that  legisla- 
tion which  is  not  in  the  interest  of  good  medicine 
and  good  health. 

Our  International  Health  Committees  send  hun- 
dreds of  medical  books  and  periodicals  to  the 
“Darien  Book  Plan”  for  distribution  overseas, 
along  with  making  knitted  and  torn  sheet  bandages 
for  leper  colonies. 

Our  auxiliary  is  offering  a scholarship  to  an  edu- 
cator in  the  health  field  to  attend  the  graduate 
session  at  the  University  of  Connecticut,  the  course 


being  called  “The  Family  Institute,”  with  an  em- 
phasis on  sex  education. 

County  Atixiliaries  sponsor  “Flealth  Career 
Days”  in  the  schools  and  distribute  literattire  per- 
taining to  health  careers. 

In  the  community  service  fields  we  distribute 
“Meals  on  Wheels”  to  the  elderly,  conduct  pre- 
school vistial  testing  clinics,  and  have  various  [proj- 
ects for  the  patients  in  mental  hospitals. 

I have  merely  skimmed  the  surface  of  “Who  we 
are  and  rvhat  we  do”  as  YOUR  Auxiliary. 

We  are  here,  ready  and  willing  to  hel[)  as  YOEIR 
AUXILIARY,  but  may  I ask  you  to  HELP  US  to 
HELP  Oil. 

I Ipelieve  every  physician’s  wife  whose  husband 
is  a member  of  the  Connecticut  State  Medical  So- 
ciety shoidd  be  a member  of  the  Woman’s  Auxili- 
ary. Wont  you  PLEASE  ask  your  wife  TODAY,  if 
she  is  a Memher  of  the  Auxiliary,  and  IF  NOT, 
WHY  NOT? 

We  are  your  “True  Friends  in  Court.” 

Thank  You, 

Mrs.  John  D.  O’Connell, 
President 


It’s  your  professional  privilege 
to  replenish  your  ranks . . . 


Give  to 

medical  education 
through  AMA-ERF 

American  Medical  Association 
Education  and  Research  Foundation 

535  N.  Dearborn  St.,  Chicago  10,  Illinois 
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What  About  Sex  Education 


This  is  the  second  of  a series  of  three  newsietters  on  school  health  subjects  which  has  been  authorized 
by  the  eonneil  for  publication  in  the  Journal.  Reprints  of  each  issue  will  be  made  available  to  the  State 
Commissioners  of  Health  and  Edueatioi}  for  distribution  to  personnel  within  their  respective  depart- 
ments. 

I'his  page  is  directed  at  all  (lonnecticut  physicians  since  all  of  yon,  like  it  or  not,  have  a stake  in 
education  for  health.  If  you  don’t  believe  it,  read  on  and  think. 

This  newsletter  is  for  you.  It  will  note,  highlight,  and  review  events,  experietices,  and  publications 
pertitient  to  the  health  of  school  children. 

Physicians  do  not  reali/.e  that  modern  school  health  piogiams  are  far  more  than  mere  inspection  of 
|)artlv  clothed  Imdies.  A good  .school  health  program  must  inclnde  (I)  propei  public  health  and  sanita- 
tion in  the  school  plant;  (2)  health  education;  (.S)  the  scieening  for  physical  defects;  (1)  proper  physi- 
cal education;  (5)  provision  for  a healthy  emotional  atmosphere;  and  (h)  [uograms  adapted  for  the 
handicapped  child. 

Basic  Facts 

1.  Connecticut  Facts 

.\((()rding  to  State  Department  ol  Health  figmes  and  estimates,  it  is  cone  hided  that  in  the  yeats 
of  1963  atul  I9()l,  one  (1)  in  eight  (8)  Connecticut  gills  gave  liirtli  to  an  illegitimately  conceived 
live  baby  prior  to  reaching  age  20. 

In  addition,  an  unknown  number  of  teenage  girls  e.xperience  an  out-of-wedlock  pregnancy  that 
fails  to  terminate  birth  of  a live  born  infant. 

2.  50%  of  all  teenage  marriages  end  iti  divcuce. 

3.  Modal  marriage  age  for— college  graduates— 22  years; 

high  school  graduates— 18  years; 

non  high  school  gradnates- H-16  years. 

•1.  Out-of-wedlock  teenage  piegtiancy  usually  marks  the  heginning  of  a destructive  cycle  cotisisting  of 
failure  to  continue  eclucation,  dependency  on  the  State  Wcllare  Systetn,  lack  ol  stable  lamily  lile,  and 
cotitinuing  the  reproduction  of  illegitimate  olfspring.  Also  it  increases  the  ituidence  of  obstetrical 
problems  as  toxemia,  obesity,  prematitrity  and  ijcrinatal  mortality. 

5.  Sex  Kducatioti  Pays  Off. 

In  a Washitigton,  I).  C.  study  in  1960,  a sex  education  program  in  a Junior  fligh  School  ellected  a 
drop  in  teen  pregtiancies  from  38  reported  in  1959  to  17  in  I960.  .\  similar  statistically  significant 
drop  in  the  evidence  of  venereal  disease  was  reported. 

Food  For  Thought 

1.  What  is  Sex  Education? 

Sex  eclucation  is  the  development  of  attitudes  that  view  the  fundamental  clilferentiation  of  the  male 
and  female  sexes  (biological,  p.sychological,  and  social)  as  involving  the  whole  person.  It  establishes 
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a set  ot  values,  acceptable  from  a personal,  social,  moral,  and  religious  aspect,  to  “aid  humans  (Siecus) 
to^vard  the  responsible  use  of  the  sexual  faculty  and  towards  the  assimilation  of  sex  into  their  in- 
dividual life  patterns  as  a creative  and  recreative  force.” 

2.  ir//y  the  need  for  Sex  Education? 

a.  Parents  and  teachers  lack  any  clear  concept  of  the  outcomes  they  hope  to  athieve  with  sex  edu- 
cation for  youth  beyond  “keeping  them  out  of  trouble.” 

1).  Changing  attitudes  towards  previously  accepted  moral  values;  the  number  of  homes  broken  by 
death,  divorce,  or  separation;  lack  of  adequate  housing;  modern  developments  in  urbanization;  in- 
creasing mobility  of  population;  delinquency;  popidation  explosion. 

c.  The  educational  status  of  the  average  parent  today  is  something  less  than  that  of  a eighth 
grade  level. 

d.  Adolescence  is  normally  a period  or  resistance  to  jJarents,  and,  adolescents  rarely  turn  to  them 
for  advice  and  direction. 

e.  By  and  large,  youth  ‘educate”  each  other. 

3.  Shared  responsibility. 

A Sex  Education  program  is  a shared  responsiltiliiy  of  the  school,  home,  and  church. 

4.  Sex  Education  Programs  should  be  unilorm  and  comprehensive  in  the  leaching  of  family  life  mate- 
rial and  reproductive  physiology  at  appropriate  ages. 

Research 

A New  Haven,  Connecticut  Study  by  Dr.  Phillip  Sarrel  revealed  the  following: 

a.  123  illegitimate  pregnancies  occurred  in  a 24  month  period  to  patients  17  years  or  younger 
(1959-1960)  . 

b.  In  addition  to  the  original  100  babies,  this  group  of  mothers  had  240  more  babies  and  9 abor- 
tions in  the  following  five-year  period. 

e.  Only  9 of  36  girls  who  had  married  are  still  li\ing  with  their  luisbands. 

Physicians  Role 

1.  Increased  knowledgability  in  human  sexuality  for  more  effective  counseling  and  education  ol  their 
own  patients. 

2.  Inform  schools  ol  their  interest  in  this  field. 

3.  Be  availalile  as  resource  personnel  and  consultants  to  schools  (i.e.,  the  Hamden,  Connecticut  Public 
School  Health  Education  Program). 

()uite  suddenly,  many  towns  are  moving  in  the  area  of  sex  education.  What’s  going  on  iti  your  town? 

References  and  Recommended  Material 

Connecticut  Health  Bulletin,  January,  1967 

Journal  of  School  Health,  Milton  I.  Levine,  January,  1967 

Connecticut  Health  Bulletin,  July,  1966 

SIECUS  Newsletter,  Surniner  1966 

Journal  of  School  Health,  Kinhendall  and  Caltcrwood,  .Septeinher,  1965 

Pulrlications  l)V  Planned  Parentliood  Association  on  Sex  Education,  New  Haven  Ollice 

Sex  in  the  College  Student  (Published  liy  the  Gioup  for  Advancement  of  Psychiatry) 

Films 

1,  Phochc  (the  O-VV  [uuhicin) 

2,  Human  Growth  (availaltle  Irom  Stale  l)t[)aiiment  of  Health) 

3,  Human  Reproduction 

4,  Population  Ecology 


If  you  have  read  this  material,  thought  about  it  and  like  it  or  tire  critical,  let  us  kmnv. 

Advisory  Committee  on  School  Health 
Connecticut  State  Medical  Society 
Joseph  J..  Bellizzi,  M,D,,  Chairman 


Prepared  for  publication  by  the  Connecticut  State  Medical  Society  Advisory 
Committee  on  School  Health. 
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removes  the  mental  blur 


that  clouds  vision 


SOIFOTON 

® 

Each  tablet  or  capsule  cotitains 


PHKNOBARBI  TAL I('>  mg. 

(Warning:  may  be  habit  forming) 

BENSULFOI D ® (See  P D R ) (,:>  mg. 

Precaution:  same  ;is  lb  mg.  of  plicnobarbital 


Co n s trii cti ve  Thera py 

A SoH'oton  tablet  or  capsule  at  6 hour  intervals 
maintains  sedation  at  the  threshold  of  calmness, 
sustaining  a mental  climate  for  purposeful  li\-ing. 
Literature  and  clinical  samples  sent  upon  request. 

FEDERAL  LAW  PROHIBITS  DISPENSING 
WITHOUT  PRESCRIPTION 


AVAILABLE  

Solfoton  {yellow,  uncoated  tablets  “P”j 
100s,  500s,  5000s 

Solfoton  Capsules  (yellow  and  brown) 
100s,  500s,  1000s 

Solfoton  S/C  {sugar-coated  beige  tablets) 
100s,  500s,  4000s 


W.\I.  P.  P05  THRPSS  & CO.,  INC. 

RICH.MONI),  VIRGINIA  23217 
.Manufacturers  of  ethical  pharmaceuticals  since  1856 


Air  Pollution's  Effects  On  Runners 

The  motor-fuel  oxidant  type  of  air  pollution  in 
the  Los  Angeles  area  may  hamper  athletic  per- 
formance, suggests  a report  in  the  current  Journal 
ol  the  American  Medical  Association. 

High  school  cross-country  runners  at  San  Ma- 
rino, Calif.,  a Los  Angeles  suburb,  performed  poor- 
est at  track  meets  when  oxidant  air  pollution  was 
greatest  during  the  six-year  period,  1959-1964. 

The  Los  Angeles  area’s  oxidizing  type  of  air 
pollution  is  caused  by  photochemical  reactions 
with  motor  fuel.  It  isn’t  known,  the  Journal  re- 
port said,  whether  this  type  of  smog  had  a direct 
j)hysiological  effect  on  the  runners,  or  whether  it 
simply  decreased  their  motivation  by  causing  chest 
discomfort,  a frecjiient  complaint  in  smog  areas. 

4'he  report,  by  researchers  from  the  U.  S.  Public 
Health  Service  and  the  University  of  Southern 
California  School  of  Medicine,  also  stres,sed  that 
this  study  a|)plied  only  to  Los  Angeles’  oxidizing 
type  of  air  pollution. 

The  study  started  with  records  of  runners’  per- 
formance kept  by  San  Marino  track  coach  Jack 
Bradford.  Long-distance  runners  ordinarily  would 
be  expected  to  perform  better  as  the  season  pro- 
gresses. According  to  Coach  Bradford’s  records, 
however,  many  runners  failed  to  improve  their 
racing  times,  or  did  not  improve  as  much  as  ex- 
pected during  certain  track  meets. 

VVdien  the  dates  of  these  meets  were  compared 
with  records  of  the  Los  Angeles  County  Air  Pollu- 
lion  Control  District,  it  was  found  that  poorest 
running  jterformance  coincided  with  periods  of 
greatest  oxidizing  air  pollution  near  the  high 
school  track. 

Other  factors,  such  as  temjjerature,  relative 
humidity,  wind  velocity  and  wind  direction  showed 
no  correlation  to  runners’  performance.  Correla- 
tions were  less  striking  or  absent  with  other  meas- 
ures of  air  pollution,  such  as  concentrations  of  air- 
suspended  particles,  carbon  monoxide,  or  oxides  of 
nitrcjgen. 

Because  the  runners  were  at  sea  level,  where 
oxygen  is  plentiful,  it  seems  unlikely  that  perform- 
ance tvas  decreased  by  oxygen  lack,  the  report  said. 

“Oxidizing  pollution  is  definitely  irritating  to 
the  eyes,  and  athletes  often  complain  of  chest  dis- 
comfort after  exercising  in  the  Los  Angeles  area  on 
days  with  high  pollution,’’  the  report  said. 

The  authors  are  4Valborg  S.  Wayne,  M.S.,  and 
Robert  E.  Carroll,  M.D.,  AI.P.H.,  of  the  National 
Center  for  Air  Pollution  Control,  lb  S.  Public 
Health  .Service,  Cincinnati,  Ohio,  and  Paul  F. 
W'ehrle,  M.D.,  of  the  Ihiiversity  of  Southern  Cali- 
fornia School  of  Medicine  and  the  I.os  Angeles 
County  General  Hospital,  Los  .Angeles. 
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PLACEMENT  WANTED 

SURGEON— 31  years  of  age,  Board  eligible, 
military  obligations  completed.  Interested  in  a 
practice  of  general  and/or  thoracic  and  peripheral 
vascular  surgery  with  a group  or  an  associate.  Na- 
tive of  Connecticut. 

I SURGEON— 35  years  of  age.  Board  certified, 
presently  completing  military  obligations.  Would 
like  to  practice  with  a group  or  an  associate  in  a 
medium  to  small  community. 

ORTHOPEDIC  SURGEON-33  years  of  age. 
Board  eligible,  military  duty  completed.  Passed 
National  Boards,  and  wishes  to  practice  with  a 
group  or  an  associate  in  a large  community. 

INTERNIST— 36  years  of  age.  Board  eligible, 
military  obligations  completed.  Would  like  to  prac- 
tice with  a group,  associate  or  in  an  institution. 
Sub-specialty  training  in  Gastroenterology. 

INTERNIST— 31  years  of  age.  Board  eligible, 
military  obligations  completed  with  USPHS.  Is 
looking  for  a practice  in  a medium-sized  commun- 
ity with  a group  or  an  associate,  with  a sub-special- 
ty in  Cardiology. 

OPHTHALMOLOGIST— 42  years  of  age.  Board 
eligible,  wishes  to  practice  with  a group  or  an 
associate.  Has  had  experience  and  training  in 
anesthesiology. 


CHANGED  YOUR  ADDRESS 
RECENTLY? 

If  you  have  changed  your  address  recently,  or 
intend  to  do  so  shortly,  please  return  this  coupon 
properly  filled  out  to  insure  uninterrupted 
delivery  of  your  copies  of  CONNECTICUT 
MEDICINE.  Send  your  change  of  address  to: 
CONNECTICUT  MEDICINE,  160  St.  Ronan 
Street,  New  Haven,  Conn.  06511. 

Name  

Former  address: 

Street  

City  

State  

Neiu  address: 

Street  

City  

State  Zip  code  no.  

Journals  mailed  to  the  wrong  address  are  returned  to  the 
Journal  office  which  pays  an  average  of  12^‘  per  copy.  To 
insure  prompt  delivery  and  keep  journal  expenses  at  a mimi- 
mum,  please  notify  this  office  as  far  in  advance  as  possible. 


• EMPHYSEMA 

• ASTHMA 

• CHRONIC  BRONCHITIS 

• BRONCHIECTASIS 


Each  tablet  contains: 


Each  tablet  contains: 

Potassium  Iodide 195  mg. 

Aminophylline 130  mg. 

Phenobarijital,  Cauuon:  May  be  habit  forming.  . . 21  mg. 

Ephedrine  HCl 16  mg. 

FEDERAL  LAW  PROHIBITS 
DISPENSING  WITHOUT  PRESCRIPTION 


Precautions:  Eisual  for  aminophylline-ephedrine- 

phenobarbital.  Iodides  may  cause  nausea,  long  use 
may  cause  goiter.  Discontinue  if  symptoms  of 
iodism  develop. 

Iodide  contraindications:  tuberculosis,  pregnancy. 

DOSAGE 

One  tablet,  with  full  glass  of 
water,  3 or  4 times  daily. 

Dispensed  in  bottles  of  100  and  1000  tablets. 

MUDRANE  GG — Formula,  dosage  and  package  identi- 
cal to  Mudrane — except — 100  mg.  glyceryl  guaiacolate 
replaces  the  potassium  iodide.  The  value  of  Mudrane 
cannot  be  enjoyed  by  a small  group  in  which  K.I.  is 
contraindicated.  Mudrane  GG  is  prepared  for  this  group. 

MUDRANE  GG  ELIXIR — Four  5 cc  teaspoonfuls  is 
equivalent  to  one  Mudrane  GG  tablet.  Dosage  adjusted 
to  age  and  weight  of  child.  Mudrane  GG  Elixir  is  for 
pediatric  patients  and  those  who  think  they  cannot  swal- 
low tablets.  Dispensed  in  pint  and  half  gallon  bottles. 

WM.  P.  POYTHRESS  & CO.,  INC. 

RICHMOND,  VIRGINIA  23217 
Alanufaclurers  ojethicat  pharmaceuticals  since  1856 
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CLASSIFIED  ADVERTISING 

$9.00  for  25  words  or  less; 

$13.00  for  50  words;  20^  for  each  additional  word. 

50<f  extra  if  keyed  through  CONNECTICUT  MEDICINE 

PAYABLE  IN  ADVANCE 

Closing  Date  for  copy:  10th  of  month  PRECEDING 
date  of  issue. 


ELDERLY  P.SYCd ILVI'RIST,  preparing  to  letire,  has  attrac- 
tive office  space  available.  Excellent  location  on  East  side  of 
Bridgeport.  Call  Brirlgepovt  334-2755  or  write  D.P.CL,  c/o 
Connecticut  Medicine. 


LOR  RENT— Lairficld,  Connecticut,  .\vailable  doctor's  oHice 
lot  internist  or  other  specialties.  Moilern  building,  attractive 
selling,  in  center  of  town,  com|)lelely  cfiuipped,  air-con- 
ditioned, ample  paiking.  Write  A. A.,  c/o  Connecticut  Medi- 
cine, ItiO  .St.  Ronan  Street,  New  Haven,  Connecticut,  0(5511, 


WOODHEI.D  \'II.L,\(;E  — Residence  unwed  mothers.  Se- 
cluded suburbati  setting.  Professional  services,  including 
adoption.  Reasonable  rates.  Call  372-0558.  Wiite  Directoi, 
1899  Stiatlield  Road,  Biidgepoit,  Connecticut. 


LOR  S.VLE  vertical  lluoroscope  (orthocliagraphic),  Ballisto- 
carcliograph  (new),  Sonndsci iber,  1 berniofax  Copier,  Hamil- 
ton Lalile  & Caltinel.  etc  . W iile  l)i  . A.  Ceigei , Aniity  Road, 
Woodbi  idge,  C.onnec  1 ic  nl . 


LOR  RL.N  l— Doctors  ollice  space.  100%  location  at  9 Russ- 
uin  Road,  New  Britain,  Conn,  Mrs,  .V.  Villari.  (iolden  Op- 
pot  Iiinily.  Area  C.ocle  203  1-317-3303,  1-340-5175,  1-399-6509. 


Doctor's  Office 


.Simoti  iMeletk,  M.D.,  amiouiues  the  opening  o[ 
an  oliiee  foi  genet  al  pi  actic  e at  212  Hubbard  .Street, 
Glastotibury. 

Richard  Rose,  M.D.,  ttnnottnees  tlie  ojrening 
ol  an  ofiice  lor  the  jtractiee  ol  general  niedirine  in 
Brooklield. 


DENTOCAIN  LOTION,  MILD 


fdRM^A--  Alcohol . 707, 

Benzocoine  •••...•  10% 

Chloroform,  4 mins,  per  fluidounce. 

Uto  IScJuf,  . . . 

Ki^RlfTOCAIN  LOTION  MILD  makes  it  easier  to  go  through 
Rm;  troublesome  teething  period.  A small  amount,  applied  with 
massage,  brings  quick,  soothing  relief  to  irritated  and 
lftB<i^,ed  gum  tissue,  aids  in  getting  infant  back  to  sleep. 


Mtc  Moilte^  . , . 


providing  more  comfort  and  extra  sleep  lor  the  baby,  DENTO- 
LOTION  MILD  grants  the  mother  greater  peace  of 
^ '"')nEH$4^and  several  additional  hours  of  necessary  rest. 

ADULT  is  olso  useful  in  providing  temporary  relief 
for  pain  of  adult  toothache. 


Dentocain  Go.,  Bloomfield,  Conn.,U.S.A. 


Professional  samples 
and  descriptive 
literature  sent  on 
request. 
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Aminophylline  dura-tabs 

J prolonged-medication  tablets  4^2  gr.  (0.3  Gm.) 


Precautions:  Use  with  caution 
in  patients  with  poor  renal  function 
as  a decreased  rate  of  excretion 
may  lead  to  accumulation  and 
untoward  reactions.  Gastric 
irritation  may  occasionally  be 
observed  in  certain  patients 
sensitive  to  oral  aminophylline. 

Dosage:  Adults,  1 to  2 
Aminophylline  Dura-Tabs 
each  8 or  12  hours,  with  food. 


RARELY  UPSET  THE  STOMACH 

Oral  aminophylline  needn’t  disturb  the  stomach— nor  a 
good  night’s  sleep.  Patients  breathe  easier  all  day,  sleep 
better  all  night,  as  each  Aminophylline  Dura-Tab  dose 
provides  effective  therapeutic  activity  for  up  to  12  hours. 
And  unlike  conventional  tablets,  AMINOPHYLLINE 
DURA-TABS  seldom  cause  gastric  distress.  The  special 
Dura-Tab  process  allows  the  gradual  absorption  of  the 
medication  from  the  intestinal  tract  with  only  a small  frac- 
tion of  the  dose  released  in  the  stomach. 


WYNN  Pharmaceuticals,  lnc.,Phila.,  Pa.  19132  • Manufacturers  of  QUINAGLUTE®  DURA-TABS® 

'Quinidine  Gluconate  5 gr.) 
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MANUSCRIPTS 

MaiiiiscriiJts,  iiichuliiig  references  or  liiljliography,  imist 
be  typewritten,  double-spaced  on  wlute  paper  8]/^  x 11 
inches  with  adequate  margins  on  finn  paper.  The  original 
copy,  not  the  carbon  cojty  should  be  submitted.  Carbon 
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Authority  for  approval  of  all  contributions  rests  with  the 
Editorial  Hoard,  and  the  Board  reserves  the  right  to  edit 
any  material  sidtmitted.  Recei]tt  of  manuscripts  will  be 
acknowledged  and  unused  manuscripts  returned.  Accepted 
manuscripts  become  the  permanent  property  of  the 
Journal  and  may  not  be  reprinted  elsewhere  without  per- 
mission from  both  the  author  and  Connecticut  Meuicinf.. 
The  author  is  responsible  for  all  statements  made  in  his 
work,  including  changes  made  by  the  copy  editor. 

Material  printed  in  Connecticut  Medicine  is  covered  by 
copyright. 

The  JouRNAi.  docs  not  hold  itself  responsible  for  state- 
ments made  by  any  contributor.  STYI  E 

The  first  jiage  shoidd  list  title,  the  author  (or  authors)  , 
degrees,  hosjutal  positions  and  any  institutional  or  other 
credits.  References  should  conform  to  the  usual  style  of 
the  Journal  (listing  name  and  initials  of  author,  title  of 
article,  journal,  volume  number,  first  and  last  pages  and 
year)  , and  should  be  cited  numerically  in  the  order  in 
which  they  appear  in  the  text;  the  number  should  be 
limited  to  the  absolute  minimum. 


LENGTH  OE  ARTICLE.S 
Ordinary  articles  should  not  exceed  3,000  words  (ap- 
proximately 3 printed  pages)  . Under  exceptional  circum- 
stances only  will  articles  of  more  than  4,000  words  be 
published. 

' ILLUSTRATION.S 

Illustrations  should  be  nundrered  consecutively  and  indi- 
cated in  the  text.  The  number,  indication  of  the  top,  and 
the  author’s  name  should  be  attached  to  the  back  of  each 
illustration.  Legend  should  be  typed,  numbered,  and  at- 
tached to  each  illustration.  Photographs  should  be  clear 
and  distinct;  drawings  should  be  made  in  black  ink  (pre- 
ferably India  ink)  on  white  paper.  Eor  half  tones,  glossy 
photographs  should  be  submitted.  Connecticut  Medicine 
will  bear  tbe  cost  of  priuting  two  cuts  accompanying 
manuscripts  submitted  for  publication.  The  cost  of  print- 
ing more  than  two  cuts  must  be  borne  by  the  author. 


NEVV.S 

Our  readers  are  reciuested  to  send  in  items  of  news, 
also  marked  copies  of  newspapers  containing  matter  of 
interest  to  physicians.  Letters  intended  for  publication 
should  be  marked  “For  Publication.”  We  shall  be  glad 
to  know  tbe  name  of  the  sender  in  every  instance.  All  copy 
should  be  received  one  month  prior  to  the  expected  date 
of  publication. 

* ADVERTISING 


.All  advertising  copy  of  products  approved  by  the 
.Advertising  Committee  of  the  State  Medical  Journal 
Advertising  Bureau  of  Chicago  shall  be  accepted  for 
publication  unless  such  copy  is  in  conflict  with  official 
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GENES,  HEREDITY  AND  INFECTION 


Among  the  adjuncts  to  the  physician’s  skill 

Darvon®  Compound- 65 

Each  Pulvule®  contains  65  mg.  propoxyphene  hydrochloride, 
227  mg.  aspirin.  162  mg.  phenacetin,  and  32.4  mg.  caffeine. 


Additional  information  availabie  to  the  medical  profession  upon  request. 

ELI  LILLY  AND  COMPANY,  INDIANAPOLIS,  INDIANA  46206 
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whatever  their  color 
shape,  or  size... 

^ Benadryr 

(diphenhydramine  hydrochloride) 

PARKE-DAVIS 

for  control  of 
allergic  symptoms 


Whether  the  allergen  is  greenish  or  garish,  unseen  or 
unknown,  your  patient  can  get  symptomatic  relief  with 
BENADRYL— the  potent  antihistamine  with  antispas- 
modic  action.  INDICATIONS:  Antihistaminic,  anti- 
spasmodic,  antitussive,  and  antiemetic  therapy. 
PRECAUTIONS:  Persons  who  have  become  drowsy 
on  this  or  other  antihistamine-containing  drugs,  or 
whose  tolerance  is  not  known,  should  not  drive 
vehicles  or  engage  in  other  activities  requiring  keen 
response  while  using  this  product.  Hypnotics,  sed- 
atives, or  tranquilizers  if  used  with  diphenhydramine 
hydrochloride  should  be  prescribed  with  caution 
because  of  possible  additive  effect.  Diphenhydramine 

The  pink  capsule  with  the  white  band  is  a trademark 
of  Parke,  Davis  & Company. 


has  an  atropine-like  action  which  should  be  con- 
sidered when  prescribing  diphenhydramine  hydro- 
chloride. ADVERSE  REACTIONS:  Side  effects  are 
generally  mild  and  may  affect  the  nervous,  gastro- 
intestinal, and  cardiovascular  systems.  Drowsiness, 
dizziness,  dryness  of  the  mouth,  nausea,  nervousness, 
palpitation,  blurring  of  vision,  vertigo,  headache, 
muscular  aching,  thickening  of  bronchial  secretions, 
restlessness,  and  insomnia  have  been  reported. 
Allergic  reactions  may  occur. 

BENADRYL  is  available  in  Kapseals®  of  50  mg.  and 
Capsules  of  25  mg.  ooee; 
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Genes,  Heredity  And  Infection 

Three  months  before  Peyton  Rous  was  awarded 
the  Nobel  Prize  for  his  discovery  of  a chick  cancer 
virus,  Eleanor  Alexander- Jackson  published  her 
hypothesis  that  the  famed  Rous  Virus  is  really  only 
a virus-like  form  of  an  exotic  type  of  bacteria- 
mycoplasma.  Her  experiments  covered  a four  year 
period  during  which  she  repeatedly  isolated  myco- 
plasma type  bacteria  from  Rous  virus  cultures. 
I'his  isolate  was  definitely  not  a contaminant  since 
it  induced  a Rous  cancer-like  disease  in  chickens. 

I'his  led  her  to  the  view  that  Rous  virus  is  not 
a virus  at  all  but  rather  a virus-like,  virus  form  of 
a pleomorphic  organism  mycoplasma  which  be- 
longs to  a special  bacterial  Order  Actinomycetales. 
In  its  “normal”  state  this  Order  has  been  known  to 
simulate  several  different  species  of  bacteria  such 
as  micrococci  bacilli  and  even  certain  types  ol 
fungae.  The  Rous  virus  is  a type  of  bacterium 
which  is  peculiar  because  it  reverts  to  a mycopla.s- 
ma  by  shedding  its  rigid  wall  and  producing 
colonies  of  fungus  like  cell  communities  sur- 
rounded by  a single  cell  wall. 

This  raised  two  questions.  One  is  whether  all 
viruses  are  simply  transitional  or  alternative  forms 
of  other  organisms.  The  second  is  whether  they 
constitute  a separate  category  of  life  in  the  sense 
of  an  animal  or  plant  species,  or  do  they  originate 
normally  from  the  normal  constituents  of  living 
cells.  Clearly  the  answer  to  these  questions  will 
come  when  we  know  more  about  bacteria  which 
propagate  both  by  heredity  and  also  by  infection 
(see  front  cover). 

It  is  known  that  most  species  of  bacteria  found 
in  nature  are  subject  to  infection  by  specific  viruses 
termed  “phage”  which  arise  usually  from  individ- 
uals of  their  own  species.  If  all  bacteria  were  sus- 
ceptible to  phage  infection,  then  phage  would  work 
its  way  through  the  whole  bacterial  population,  de- 
stroy them  and  the  liberated  phage  would  forever 
vegetate  and  itself  ultimately  die.  This  is  not  what 
1 happens  in  nature.  In  each  bacterial  species  there 
[ are  some  with  resistant  genomes  in  which  the 
phage  enters,  takes  up  residence  in  a non-infectious 
state,  the  prophage,  and  divides  as  the  cell  divides 
for  many  generations.  It  assumes  a specific  location 


on  the  bacterial  chromosome  becoming  one  of  its 
genes.  The  shift  from  non-infections  prophage  to 
infectious  phage  can  be  initiated  by  X-rays,  reduc- 
ing agents,  radiation  that  damages  the  chromo- 
some. The  phage  itself  can  become  defective  by 
mutation  so  that  a mature  phage  cannot  be  pro- 
duced. 

Since  the  prophage  can  be  viewed  as  a fragment 
of  the  hosts  genetic  message  entirely  capable  ol 
initiating  its  own  multiplication,  given  a cellular 
laboratory  for  synthesizing  protein,  we  are  per- 
mitted to  construct  a hypothesis  that  possibly  all 
viruses  may  originate  from  the  normal  constituents 
of  the  cell.  If  this  be  true  the  next  question  is  how 
would  a propensity  of  bacteria  to  produce  phage 
be  of  benefit  to  bacterial  poptdations  in  a genetic 
and  evolutionary  sense. 

A coherent  scheme  to  explain  this  strange  associ- 
ation was  drawn  up  by  Darlington  in  1958.'^  It  rests 
on  the  phenomenon  of  bacterial  transduction  fre- 
quently observed  in  salmonella  and  Escherichia.  In 
these  strains,  the  phage  produced  by  one  strain  can 
infect  another  strain,  thereby  changing  the  genetic 
make-up  of  the  infected  strain.  The  phage  of  course 
can  midtiply  by  itself  and  destroy  the  strain,  but 
if  it  is  successfully  integrated,  it  will  become  a part 
of  the  hereditary  mechanism  of  the  new  bacterial 
cell.  It  becomes  a sort  of  mixing  of  genes  by  pair- 
ing of  different  mating  types.  This  exchange  of 
genetic  material  occurs  as  it  does  in  sexual  repro- 
duction, and  is  responsible  for  adaptation  and  pro- 
duction of  many  new  forms. 

Darlington  points  out  that  there  are  proviruses 
in  certain  plants  as  for  example  being  responsible 
for  certain  brilliant  colors  in  tulips.  There  are  also 
proviruses  termed  plasmagenes  in  species  of  moths 
and  King  Edward  potatoes.  They  play  a normal 
part  in  the  cytoplasm,  not  nucleus  of  larger  organ- 
isms, but  also  have  the  capacity  of  multiplying  and 
diffttsing  in  an  infectious  state,  as  well  as  a state 
of  integration  and  not  infection.  They  can  how- 
ever be  made  infectious  by  treatment  similar  to 
making  phage  infectious  and  thereby  lead  to  the 
death  of  the  host. 

This  distinction  between  prot  irus  and  virus,  ac- 
cording to  their  mode  of  transmission,  the  first  by 
heredity,  the  second  by  infection,  is  extremely  im- 
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portaiU  Irom  the  evolutionary  point  ol  view,  where 
the  provirus  is  balanced  in  its  propagation,  it  bene- 
fits its  host  and  permits  adaptation. 

It  is  clear  Irom  the  al)ove  that  there  are  several 
lundamental  genetic  agetits  related  to  cellular  func- 
tion which  are  molecular  in  scale  and  have  a ca- 
pacity for  sell-propagation.  Some  like  the  ele- 
mentary particles  in  physics  disappear,  reappear 
and  translorm  from  one  to  another,  d’here  are  the 
nuclear  genes  found  in  the  chromosomes  of  cell  nu- 
clei ami  the  ceiitial  core  of  1)N.\  or  RN.-\  viruses 
and  phage.  I'hen  theie  are  the  organellar  genes, 
inside  the  cell  protoplasm  such  as  plastids  that 
carry  cjii  photosynthesis  in  plants,  Kajjpa  particles 
-virus-like  lethal  agents,  and  gullet  apparatus  of 
paramecium  and  even  the  mitochondria  (bodies 
which  mediate  lesjnration  in  animal  cells.) 

I here  ai  e also  non-loc  ali/eci  pai  tides  which  do 
not  seem  attached  to  known  structures  but  are 
fixed  in  the  cell  where  they  originate.  I'hey  pass 
through  the  egg  in  heredity.  Examples  are  non- 
chromosal  resistance  in  certain  green  algae  to 
streptomycin  and  inheritance  of  non-chromosomal 
male  sterility  in  maize.  In  the  mold  Poclospora,  the 
nature  of  their  mycelia  is  controlled  by  a non- 
chromosomal  maternal  factor  that  can  also  propa- 
gate by  infection. 

I he  distinc  tion  between  jjrovirus  and  virus  ac- 
cording to  their  mode  of  transmission,  the  first  by 
heredity  and  the  second  by  infection,  is  extremely 
important.  It  lends  some  intelligibility  to  the  evolu- 
tionary relationship  between  viruses  and  other  or- 
ganisms although  it  does  not  explain  the  relation- 
ship between  the  Rous  virus  and  its  bacterial  form. 
But  it  does  suggest  that  the  virus  particle  may 
actually  arise  from  the  normal  constituents  of  some 
cells.  Under  certain  conditions  it  can  add  new 
genetic  information  to  other  cells.  Under  different 
conditions  it  can  also  inlect  and  destroy. 

U.H.N. 
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Bioamines  And  Emotion: 

I.  Peripheral  Effects 

l.ong  ago  VV^alter  B.  Cannon,  then  professor  of 
physiology  at  Harvard  suggested  adrenalin  was  se- 
creted in  response  to  stimuli  which  produced  fear 
find  rage  reactions  in  animals.  Two  views  about 
aflective  states  developed;  one  was  that  it  was  the 
visceral  response  that  created  the  affective  sensation 
in  animals  and  the  other  that  visceral  responses 
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were  only  part  ot  the  whole  problem  and  the  cen- 
tral nervous  system  was  the  prime  factor. 

Since  Cannon’s  day  the  physiology  and  metabol- 
ism of  the  biogenic  amines  have  been  studied  in 
various  affective  states  including  normal  and  phy- 
siological anxiety,  depression,  elation  and  anger. 
Research  in  this  area  was  further  stimulated  in  the 
past  decade  by  the  finding  that  many  of  the  drugs 
used  in  the  psychiatric  treatment  of  patients  with 
affective  disorders  also  cause  significant  changes  in 
the  metabolism  and  function  of  various  biogenic 
amines  both  peripherally  and  also  centrally. 

Norepinephrin,  dopamine,  indolamine,  .sero- 
tonin are  the  brain  mono-amines  on  which  interest 
has  focused.  The  highest  concentration  of  norepine- 
phrin is  found  in  the  hypothalamus  although  it  is 
also  distributed  in  many  other  areas.  Compared  to 
norepinejjhrin,  epinephrin  occurs  in  very  low  con- 
centrations. Dopamine  which  has  recently  been 
implicated  in  Parkinson’s  Disease,  is  found  in  high- 
est concentration  in  the  basal  ganglia  but  lower 
concentrations  are  also  found  in  most  other  areas. 
Serotonin  is  found  in  high  concentration  in  various 
peripheral  tissues,  notably  the  gastrointestinal  tract, 
but  it  is  also  found  although  in  lower  concentra- 
tions in  the  brain  in  appreciable  amounts  being 
similar  to  norepinephrin  in  its  distribution. 

By  a histochemical  fluorescence  method  mono- 
amine neurones  have  been  identified.  High  densi- 
ties of  such  neurones  have  been  found  in  the  limbic 
system  which  of  course  includes  the  hypothalamus 
and  other  functionally  related  brain  structures 
which  may  be  concerned  with  emotion. 

The  role  of  norepinephrin  as  a chemical  trans- 
mitter at  the  receptor  sites  of  the  peripheral  sympa- 
thetic nervous  system  is  well  established.  What  its 
role  is  in  the  central  nervous  system  is  now  in  the 
process  of  clarification.  One  thought  is  that  it  assists 
in  generating  a nerve  impulse  at  the  junction  of 
two  adjacent  neurones  by  being  released  at  the  pre- 
.synaptic  nerve  ending.  Another  thought  is  that 
norepinephrin,  dopamine,  and  serotonin  may  each 
function  directly  as  a transmitter  substance  in  the 
central  nervous  system.  A third  thought  is  that  one 
or  more  of  these  amines  may  act  as  modulators  or 
regulators  of  synaptic  transmission  which  is  really 
mediated  by  some  other  chemical  transmitter  such 
as  acetylcholine. 

Norepinephrin  is  found  to  be  secreted  at  sym- 
pathetic nerve  endings  while  epinephrin  comes 
almost  exclusively  from  adrenal  medullary  secre- 
tion. Norepinephrin  does  not  cross  the  blood  brain 
barrier.  Therefore  the  brain  cannot  furnish  circu- 
lating norepinephrin.  Neither  can  peripheral  nor- 
epinephrin be  a source  of  brain-epinephrin.  Obvi- 
ously norepinephrin  is  a product  of  neuronal  syn- 
thesis whether  we  find  it  centrally  or  peripherally. 
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I here  is  much  evidence  that  physiological  rc- 
s])onses  (hiring  anger  resemble  reactions  to  an  injec- 
tion of  norepinephrin  alone  whereas  responses  of 
the  organism  during  fear  seem  to  resemble  those  in- 
duced by  an  injection  of  nore])inephrin  and  also 
ejn'nejjhrin.  Anxiety  and  depression  however  caused 
cardiovascular  responses  similar  to  those  observed 
during  epinephrin  infusion. 

In  the  rhesus  monkey  increases  in  blood  levels 
of  epinephrin  occurred  in  situations  which  com- 
bined  uncertainty  and  unpredictability  with  the 
threat  of  noxious  stimuli  and  anticipatit^n  of  the 
need  for  coping  bchtivior.  On  the  other  hand  if 
the  situations  associated  with  administration  of 
noxious  stimuli  were  familiar  and  predictable  then 
release  of  norepinephrin  occurred.  In  short  work 
performed  under  conditions  of  stress,  then  im- 
jjroved  performance  led  t(3  increase  production 
of  norepinephrin. 

Such  data  seem  generally  compatible  with  the 
hvjtothesis  that  psychological  and  situational  fac- 
tors differentially  affect  the  relative  jnoduction  of 
norepinephrin  and  epinephrin.  That  increased 
epinephrin  secretion  seems  to  occur  in  states  of 
anxiety  or  in  threatening  situations  of  uncertain 
and  unpredictable  nature  in  which  active  coping 
behavior  may  be  retpiired  but  has  not  been 
achieved. 

In  contrast  norepinephrin  excretion  may  occur 
in  states  of  anger  or  aggression  or  in  situations 
which  are  challenging  but  predictable  so  that  they 
allow  active  and  appropriate  behavioral  responses 
to  the  challenge. 

Peripherally  then  increase  of  either  epinejffirin 
or  norepinephrin  or  both  of  these  catecholamines 
may  represent  sjiecific  adaptive  responses  to  varying 
external  conditions.  It  is  in  this  area  where  jjsy- 
(hosocial,  biochemical  and  physiological  investi- 
gation may  be  particularly  rewarding.  Since  adreno- 
cortical steriotls  enhance  the  activity  of  enzymes 
which  convert  norepinej)hrin  to  epinephrin  in  the 
adrenal  gland  we  may  from  further  study  learn 
the  functional  inter-relationships  of  the.se  hormones 
in  man. 

Infusion  of  epinephrin  in  human  subjects  has 
led  in  .some  to  feel  as  if  they  were  anxious,  but  in 
others  no  emotional  changes.  I’his  was  found  even 
less  often  with  administration  of  norepinephrin. 
Schachter  and  Singer^  in  one  of  the  few  studies  in 
which  environmental  factors  have  been  controlled, 
have  shown  that  in  experimental  situations  de- 
signed to  produce  either  euphoria  or  anger,  then 
the  mood  could  be  accentuated  by  administration 
of  epinephrin  but  not  by  a placebo. 

The  (piestion  remains  whether  epinephrin  ad- 
ministered or  relea,sed  peripherally  produces 
changes  in  affective  states  by  direct  action  on  the 
hypothalamus  or  through  subjective  jjerception  of 
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Its  peripheral  effects,  effects  which  “resemble” 

:hose  of  anxiety.  This  controversy  though  old  is 
not  answered:  visceral  origin  of  emotion  or  central 
oerception  of  it. 

L.H.N. 
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Plasma  Insulin  In  Disturbed 
Carbohydrate  Metabolism 

fmpaired  glucose  tolerance  increases  with  age, 
in  pregnancy,  obesity,  acromegaly,  thyrotoxicosis, 
itremia,  hepatic  disease  and  myocardial  infarction, 
ff  these  disorders  are  present  the  diagnosis  of  dia- 
betes mellitus  presents  special  problems.  The 
mechanism  of  the  associated  abnormalities  noted 
in  glucose  tolerance  in  these  disorders  has  been 
considerably  clarified  by  determinations  of  plasma 
insulin  in  the  fasting  state  or  during  a glucose 
tolerance  test. 

Plasma  insulin  is  now  determined  by  a radio- 
immunological  method  (which  gives  the  lowest  but 
most  specific  estimate)  or  by  a method  which 
measures  total  serum  insulin  like  activity  (ILA)  in 
the  rat  diaphragm  or  fat  pad.  In  general  the  rise  of 
blood  insulin  during  the  oral  glucose  tolerance 
test  (OGTT)  is  greater  but  the  peak  value  is  later 
than  that  seen  during  an  intravenous  glucose 
tolerance  test. 

I'he  reason  for  this  apparently  discrepant  re- 
sponse to  oral  glucose  seems  to  be  an  inciease  in 
peripheral  plasma  glucagon  after  large  oral  glucose 
loads.  We  know  that  small  doses  of  glucogon  will 
stinudate  insulin  secretion  once  they  enter  the 
blood  stream.  Several  workers  have  emphasized 
that  the  gut  produced  a glucagon  with  insulin  re- 
leasing properities  just  as  the  alpha  cells  of  the 
pancreas  do.  If  another  glucagon  source  in  the  gut 
is  stimulated  to  produce  it  by  an  oral  glucose  load 
then  we  can  understand  the  repeated  observation 
that  glucose  tolerance  is  better  and  insulin  levels 
are  higher  after  oral  rather  than  intravenous 
glucose. 

Determination  of  plasma  insidin  values  reveal 
that  in  diabetes  both  fasting  and  after  glucose 
loading,  the  insidin  levels  are  higher  than  normal 
in  the  early  and  especially  the  obese  diabetic,  be-  | 
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conic  lower  tli:m  normal  in  the  thin  diabetic  or 
one  of  longer  duration  and  very  low  to  absent  in 
the  juvenile  diabetic.  If  plasma  insulin  levels  are 
elevated,  then  it  is  jiossible  to  determine  normal 
and  subnormal  rates  of  disposal  of  glucose  during 
oral  or  intravenous  glucose  loading.  By  these  tech- 
nics it  is  possible  to  establish  a measure  of  the 
decreased  effectiveness  of  insulin  action. 

Recent  large  surveys  show  a gradual  rise  in  blood 
sugar  with  age  with  no  distinct  or  recognizable 
subgroup  of  diabetic  patients.  \ et  clinically  many  of 
the  elderly  do  ])rogress  to  definite  diabetes  and  may 
come  to  reipiire  substantial  doses  of  insulin.  We 
need  some  changes  in  the  present  laboratory  ni- 
teria  for  diagnosis  of  diabetes  in  the  aged  in  order 
to  be  able  to  recognize  the  disease  in  the  predisea.se 
state,  lieaser  suggests  that  for  jiersons  who  lack  a 
|K)sitivc  family  history  of  diabetes,  glycosuria  or  an 
elevated  blood  glucose  level,  that  the  acceptable 
normal  value  at  one  or  two  hours  of  the  oral  glucose 
tolerance  test  should  be  increased  by  10  mg.  jier 
cent  at  age  fifty  and  an  additional  10  mg.  per  cent 
at  each  snbsetpient  decade. 

Pregnancy  repre.sents  a diabetogenic  experience, 
(dneose  tolerance  tests  decrease  during  the  course 
of  pregnancy,  by  whatever  method  it  is  measured 
except  by  the  intravenous  glucose  tolerance  test. 
If  specific  criteria  of  abnormality  for  the  oral  gln- 
(ose  test  are  employed  then  early  diabetes  in  preg- 
nancy tan  be  detected.  .Starting  with  venous  blood 
lasting  glucose  of  90,  following  as  oral  gluco.se  load 
after  one  hour  it  is  165,  2 hours  145,  S hours  125. 
•Apparently  the  decreased  glucose  tolerance  in 
jnegnancy  is  due  to  a combination  of  reduced 
effectiveness  of  insulin  and  an  increase  in  its  catab- 
olism. Normally  the  plasma  insnlin  respon.se  to 
glucose  is  elevated  during  pregnancy  and  reverts 
to  normal  post-partum.  However,  the  concomitant 
pre.sence  of  a positive  history  of  diabetes,  a history 
of  a large  baby  (nine  to  ten  pounds)  or  a obstretrical 
history  of  perinatal  or  fetal  death,  or  toxemia,  then 
the  diagnosis  of  diabetes  is  no  longer  in  doubt. 

■Sidtjects  with  simjtle  obesity  do  not  have  an  in- 
crea.sed  incidence  <d  frank  diabetes  on  long  term 
follow-up.  However,  obesity  is  present  in  a high 
])ioportion  of  diabetic  patients  and  their  weight 
reduction  usnally  results  in  improvement  of  their 
glucose  tolerance.  Nevertheless,  obese  diabetics  have 
a greater  tendency  to  progression  of  their  diabetes. 
I'heir  plasma  insidin  response  after  a gluco.se  load 
is  abnormally  elevated. 

T he  paradox  of  the  early  diabetic  usnally  obese 
with  abnormal  glucose  tolerance  tests  and  with  a 
delayed  but  exaggeratetl  response  of  plasma  insulin 
is  probably  due  to  a jjancreas  reacting  slowly  and 
inappropriately  to  a glucose  load.  Actual  depletion 
of  pancreatic  insulin  re.serve  is  suggested  by  the 


result  of  two  studies.  In  one  there  was  a decrease 
in  plasma  insulin  concentration  after  three  or  more 
days  of  continued  intravenous  administration  and 
in  another  a similar  decrease  in  plasma  insulin 
concentration  alter  intraday  glucose  loading. 

In  acromegaly  or  other  forms  of  overactivity  of 
the  anterior  pitnitary  gland  the  serum  insulin  level 
is  elevated  even  more  than  in  early  diabetes.  A 
glucose  load  causes  abnormal  increase  in  plasma 
insulin  levels,  less  after  the  oral  than  after  the 
intrasenous  route.  I'here  is,  however,  considerable 
reversibility  alter  successful  therapy.  The  abnormal 
elevation  of  plasma  insnlin  levels  as  in  the  obese 
diabetic,  can  lead  to  depletion  and  exhaustion  of 
the  pancreas  with  overt  permanent  diabetes  if 
therapy  is  nnsnccessful. 

Patients  with  acute  myocardial  infarction  show 
diminished  gluco.se  tolerance  after  the  acute  stage 
and  this  is  independent  of  age.  They  show  an  ab- 
normally elevated  plasma  insnlin  during  glucose 
loading.  Here  again  the  oral  glucose  tolerance  test 
is  more  likely  to  be  abnormal  and  there  is  also  a 
normal  increase  of  jrlasma-free  fatty  acids  during 
the  tests.  However,  in  one  month  to  two  years  the 
tolerance  test  returns  to  normal  except  in  those 
who  had  j^rediabetes  which  in  time  turned  to 
o\ert  diabetes. 

In  both  cirrhosis  of  the  li\er  and  uremia  the 
majority  of  patients  showed  an  abnormal  response 
to  glucose  loading,  but  the  decreased  carbohydrate 
tcjlcrance  is  not  a.ssociated  with  a decreased  plasma 
insnlin  response.  In  uremia  it  is  frccjuently  reversi- 
ble and  is  probably  due  to  a decrease  in  hepatic 
glucogenesis. 

Beaser  points  out  that  the  available  diagnostic- 
tests  for  diabetes  mellitus  especially  in  conjunction 
with  other  clinical  conditions  still  have  many  short- 
comings and  the  presence  of  an  abnormal  oral  glu- 
cose tolerance  test  is  not  sufficient  in  itself  to  con- 
clude the  existence  of  true  diabetes.  But  with  the 
aid  ol  plasma  insidin  levels  and  accnmulation  of 
data  from  long  term  jirospective  studies  the  com- 
plicated problems  of  disturbed  carbohydrate  me- 
tabolism should  in  lime  be  clarified. 

L.H.N. 
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Risks  Associated  With  Vaccination 
Against  Smallpox 

\\'here  smallpox  vaccination  is  not  adecjuately 
carried  out,  endemic  foci  ol  the  disease  persist 
especitilly  in  some  areas  of  Asia,  Atrica  and  South 
America.  From  such  foci  one  cannot  avoid  importa- 
tion of  smallpox  into  variola  Iree  countries  such  as 
anrs.  To  date  the  Lhiited  States  has  lortnnately 
escaped  re-introtlnction  of  the  disease.  1 he  hist 
Llocnmented  case  of  smallpox  was  reportetl  in  1949, 
hilt  in  1992  ;i  traveler  on  route  horn  Brazil  to 
Canada  fell  ill  tvith  o\ert  smallpox  within  a day 
ol  arrival.  He  had  stoppetl  over  brielly  in  New 
\'ork. 

Tntil  the  World  Health  Organization  has 
achieved  the  worthy  objective  ol  smallpox  eradica- 
tion ive  must  persist  in  employing  all  reasonable 
measures  designed  to  maintain  the  current  Ireedom 
ol  disease  in  this  country.  In  other  countries  more 
than  63,000  cases  were  reported  and  many  more  are 
known  to  have  occurred  in  1965,  in  the  endemic 
areas.  Now  that  dexamethathiacarbazone  is  a\ail- 
able  for  administration  to  known  contacts  it  may 
be  expected  to  reduce  greatly  the  inciileiice  of 
smallpox  in  many  parts  of  the  ^vorltl. 

Studies  principally  condnctetl  in  Europe  of  the 
complications  and  sequelae  ol  vaccination  have 
been  cited  as  evidence  lor  consitleration  of  its 
abandonment  or  modification.  However,  the  re- 
ports varied  widely  from  country  to  country.  It  is 
understandable  that  as  small[)ox  has  disapjreared  in 
this  country  that  a critical  reappraisal  of  our  at- 
titude toward  routine  vaccination  should  arise  on 
the  part  of  .some  physicians  and  public  health 
officials.  It  is  knoim  that  a small  but  definite  ele- 
ment of  risk  accompanies  the  tvidespread  applica- 
tion of  vaccination  and  re-vaccination.  What  is  this 
element  of  risk  and  what  measures  can  be  employed 
to  minimize  that  risk? 

In  our  nation  the  assessment  of  the  true  risk  asso- 
ciated with  the  procedures  in  vaccinating  a patient 
were  not  truly  realized  until  data  became  available 
from  a national  survey  reported  by  Neff  and  his  as- 
sociates. They  sought  susjtected  complications  that 
occurred  during  1963  from  a list  of  recipients  of 
immune  globulin  and  a national  questionnaire  of 
Pediatricians.  The  recipients  of  immune  globulin 
repre.sented  a major  source  of  information  about 
the  cases  in  Neff’s  study.  Flyperimmune  gamma 
globulin  is  prepared  from  blood  of  servicemen  re- 
cently vaccinated  and  is  the  therapeutic  agent  of 
choice  for  dermal  conqDlicalions  after  smallpox 
vaccination.  In  this  way  Neff  obtained  detailed 
clinical  data  from  five  hundred  and  twenty  nine  of 
five  hundred  and  lifty  .seven  jtatients  treated  in 
1963. 
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Xeil  estinialcd  that  there  were  (i, 239,000  primary 
\ aec  illations  ;iml  7,775,000  re\ aeeinations  ]ier- 
lormed  duriiio  I9(i3.  Over  hall  were  done  in  chil- 
dren under  age  live.  I'hey  doanneiued  loin  hun- 
dred and  thirty  three  patients  with  vaccine  asso- 
ciated illness,  d welce  had  post  vaccinal  encephalitis 
,dl  in  the  primary  vaccination  gronjis.  Nine  had 
\ ac  c inia  nec  rosnm  ol  whom  six  g;ive  e\  iclcnc  e ol 
serious  pre-existing  disease.  .Most  ol  the  others  snl- 
lerecl  Irom  a variety  ol  skin  lesions.  Ol  the  one 
hnndred  and  thirty  loin  who  had  generali/ed  com- 
plications, (ilty  two  were  in  childrc-n  nnder  one 
vear  old.  riicae  weir  one  hnndred  and  lilteen  cases 
ol  accidental  inlections  and  this  points  np  the  need 
to  clean  oil  sin  pins  vaccine  Irom  the  site  ol  vaccina- 
t ion. 

Approximately  tevo  thirds  ol  the  comjilic  at  ions 
that  occurred  weie  theoretically  preventable  il 
more  carelnl  .screening  lor  known  contraindications 
to  caccination  were  practiced.  The  only  real  excep- 
tions to  this  were  post-vaccinal  encephalitis  and 
generali/ed  vaccinia.  Nell’s  data  liirlher  suggest 
that  ])iimary  vaccinatiem  should  be  delayed  until 
alter  the  Inst  year  ol  lile,  since  iidants  under  age 
one  experienced  the  highest  morbidity  rates,  Mb. 8 
compliciiticjns  lor  one  million. 

I'he  generally  accepted  contraindications  to 
vacciniation  based  ctn  this  and  either-  studies  have 
now  been  incorporated  in  the  recommendation  ol 
the  Public  Health  .Service  .\d\isory  Committee  on 
Innmini/ation  Practices'*  lor  Smallpox.  Phese  are 
(I)  ec/ema,  a past  history  ol  ec/ema  or  ec/ema  al- 
lecting  a household  member,  (2)  an  active  skin  dis- 
order ol  any  tyjje,  (3)  an  antibody  deficiency  disease 
such  as  leukemia,  lymphoma,  Hodgkins,  blood 
dyscrasia  such  as  agammaglobnlinemia,  (4)  treat- 
ment with  imnninosn])]jressive  drugs  or  cortico- 
steroids, (5)  radiation  therajjy,  (b)  pregnancy,  (7) 
inlants  imcler  age  one. 

W’e  are  committed  to  preserve  at  the  most  ;iccej)t- 
able  cost  the  present  Ireedom  from  the  introduction 
ol  smallpox  into  this  conniry  and  its  spread  among 
susceptible  contacts.  We  now  recognize  that  even 
among  the  rare  problems  reported  as  complications 
ol  \ at  e illation  against  smallpox,  a large  jiortion  ol 
them  are  pieventable.  W^e  adhere  to  the  known 
c oniraindie  at  ions  to  vaccinal  ion  as  presented  by 
Nell  and  his  associates  above  ;intl  the  recommenda- 
tions ol  the  Public  Health  Achisory  Committee 
on  smalljjox  \accination.  In  addition  j)erhaps  im- 
proved vaccines  may  become  available  as  well  as 
an  aniiciral  agent  that  can  act  against  the  \ariola 
\ irus  as  penicillin  does  against  cling  sensitice 
organism. 

L.H.N. 


References 

1.  Nell,  [.  M„  I.aiic,  |.  .M.,  Pen.  ).  H.,  .Mooic,  R,  Millai, 
J.  1).  and  Hendeison,  1).  ,\.:  Cainiplitations  of  sniall])ox 
caccinalion:  National  Snrcey  in  ihc  I'nilcd  .Stalc.s.  New 
Kngland.  [.  .Med.,  17(i:  H."),  )annarv  19.  19(i7. 

2.  Coriell.  L.  1..;  Sin;dl|)o\  \actinalion.  When  and  whom  to 
\accinate.  I’ediatiics,  117:  499,  Hltiti. 

,‘i.  Reeommendalion  of  Pnhiic  Ilealih  .Serxite  .\d\isoiv  C:oni 
mittee  on  Imimini/ation  Piattiee.s  for  .Smallpox  \:utine. 
Morbidity  and  Mortality  Weekly  Rep.,  1.7:  101,  I9()(). 

Experiments  In  Medical  Education: 
1.  Training  A Family  Physician 

Few  people  doitbt  that  it  is  becoming  incretisingly 
dillictih  to  recrtiit  jiresent  and  Itttnre  medical 
gradmites  to  lill  the  dwindling  ranks  ol  the  general 
practitioner.  One  reason  is  the  dissatislaction  ol 
medical  graduates  to  enter  a held  in  which  the 
jihysician  nuist  necessarily  have  limited  knowledge 
in  ;i  variety  ol  lielcls  in  which  he  is  called  upon  to 
practice,  snch  as  internal  medicine,  jjecliatrics, 
jjsychiatry,  minor  surgery,  obstetrics,  public  health 
iincl  others,  .\nother  reason  is  the  harrassed  lile 
snch  a jrhysician  is  lorcecl  to  live  with  long  hours 
and  generally  poorer  compensation  that  sjrecialists 
in  medicine  can  command.  In  other  words  physi- 
cians are  nnwilling  to  enter  a held  in  which  they  are 
threatened  to  become  “.second  class’’  citizens. 

No  one,  howexer,  doubts  the  need  ol  a special 
kind  ol  physician,  the  lamily  physician  or  hrst  con- 
tact jdiysician  who  will  need  to  obtain  mastery  ol 
various  views  and  various  treatments  entailed  in 
several  specialized  fields  ol  medicine.  .Such  an  in- 
dividual will  also  be  recpiired  to  have  a compre- 
hensive knowledge  ol  the  individual,  his  lamily,  his 
social  and  psychiatric  aspects  so  that  he  can  signi- 
hcantly  aid  in  the  jratient’s  overall  prcigress  and  his 
associations  with  his  surroundings.  zVnd  so  the 
problem  really  is  how  best  to  train  a physician  who 
is  cpialihed  to  render  comprehensive  medical  care 
to  the  American  lamily. 

One  idea  is  a long  term  training  ol  the  lamily 
physician  ol  the  Inture,  particularly  lor  a period 
ol  two  to  three  years  lollowing  an  internship.  'Fhe 
tiaining  should  have  covered  the  fields  ol  internal 
medicine,  pediatrics,  neuropsychiatry,  some  aspects 
ol  general  surgery  and  orthopedics  (minor  surgery). 
This  should  be  lollowed  by  certification  to  indicate 
that  this  has  been  accomplished.  Obviously  to  ac- 
complish this  there  would  ha\e  to  be  established  a 
department  ol  comprehensive  or  lamily  medicine  in 
Medical  .Schools. 

'Fhis  means  we  are  considering  a new  kind  ol 
lamily  physician,  one  who  has  not  heretolore  been 
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in  existence  and  will  require  recruitment  and  very 
special  training  in  medical  institutions  who  have  set 
|Up  special  departments  for  this  purpose.  The  place 
of  this  type  of  family  physician  has  heretofore  been 
Ifilled,  in  fact,  by  internists,  pediatricians,  psychia- 
jtrists,  public  health  physicians  as  well  as  general 
ipractitioners.  The  reason  for  the  multiplicity  of 
physicians  who  are  in  fact  playing  the  role  of  family 
I physician  is  that  basically  all  physicians  could 
become  general  practitioners  in  the  sense  that  they 
could  advise  regarding  the  general  medical  care 
of  a particular  family.  However,  it  would  be  an 
inefficient  way  to  achieve  this  aim. 

The  question,  of  course,  is  whether  medical 
schools  can  meet  the  need  for  training  for  compre- 
hensive medical  care.  It  would,  of  course,  require 
that  the  training  of  such  a physician  be  as  extensive 
and  rigorous  as  that  of  other  specialties.  It  would 
also  recpiire  that  the  practice  of  medicine  itself 
would  be  so  structured  that  his  role  would  be 
recognized.  Specialization  to  be  sure,  does  intro- 
duce its  own  problems  but  its  growth  is  inevitable 
to  the  continued  practice  of  medicine.  It  would 
also  require  that  young  medical  graduates  would 
be  willing  to  enter  such  a field. 


There  is  no  reason  why  we  cannot  plan  to  train 
this  new  kind  of  generalist  if  we  recognize  the 
functions  subserved  by  this  new  tyjie  of  physician. 
First  he  must  be  able  to  care  for  the  needs  of  the 
whole  family,  not  an  individual  physician  for  each 
age  group.  He  must  be  able  to  provide  effective, 
personal  and  economical  care  and  he  must  be 
specially  trained  for  this  role.  He  will  be  skilled  in 
a body  of  knowledge  of  medicine,  pediatrics,  psy- 
chiatry, obstetrics,  minor  surgery  and  trauma.  He 
will  be  trained  to  have  a personal  interest  in  people 
and  not  just  their  diseased  organs.  The  common 
disorders  are  common  but  he  must  also  be  able 
to  recognize  the  uncommon  ones  so  that  the  pa- 
tient can  be  referred  to  an  appropriate  specialist 
to  furnish  the  necessary  care.  He  will  be  highly 
proficient  in  the  day  to  day  problems  encountered 
in  practice. 

Such  a program  requires  the  concept  of  the 
medical  team  where  specialists  serve  as  consultants 
and  the  family  physician  serves  as  the  first  contact 
physician  assisted  by  a nurse,  receptionist,  labora- 
tory technician,  social  worker,  psychologist  and 
other  paramedical  members.  The  family  physician 
becomes  the  coordinator  or  team  manager  by  pro- 
viding the  services  that  only  he  can  provide  and 


rouTINE  TB  screening  with 
TUBERCULIN,  TINE  TEST 

(Rosenthal)  Lederle 


A method  so  rapid  and 
simple  that  you  just  swab . . . 
uncap . ..press ...  and  discard. 

Results,  read  at  48  to  72  hours,  are  comparable 
in  accuracy  to  those  of  older  standard  intradermal  tests.  The 
self-contained,  disposable  unit  requires  no  refrigeration  and  is 
stable  for  two  years.  Side  effects  are  possible  but  rare:  vesiculalion,, 
ulceration,  or  necrosis  at  test  site.  Contraindications:  none,  but  use  with 
caution  in  active  tuberculosis.  Available  in  boxes  of  5 and  cartons  of  25. 
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delegating  tliosc  ciuties  best  done  by  otliers.  This,  in 
fact,  is  what  many  general  practitioners,  pedia- 
tricians and  internists  do  now  in  a less  strnctnred 
and  less  econmnical  way. 

At  McMasters  Ihiiversity  there  will  be  such  a 
program  as  an  integral  part  of  the  educational 
program  of  the  Faculty  of  Medicine,  beginning 
filly,  19()7.  It  will  consist  of  a Family  Practice  Unit 
staffed  by  full  time  family  physicians  who  are 
faculty  members  in  a department  of  Family  Prac- 
tice. ft  will  be  based  at  the  Flenderson  General 
Hospital  in  Flamilton,  Otitario.  It  is  an  experiment 
in  medical  edtication  to  train  a family  physician. 
It  will,  of  course,  be  necessary  to  evaluate  the  ven- 
ture carefully  before  any  conclusiotis  can  be  drawn. 
Obviously  if  the  trained  family  physician  becomes 
able  to  fill  a satisfactory  role  in  the  medical  team, 
it  is  possible  that  in  the  fttture  more  and  more 
first  contact  care  will  be  provided  by  the  family 
physician  and  more  specialists  will  come  to  assume 
consultant  roles  in  practice  and  inevitably  it  might 
even  lead  to  a decline  in  the  practice  of  the  special- 
ists. 

Iti  the  meatiwhile  two  obvious  conseipietices 
must  follow.  Fhe  jwesent  family  physicians  who 
accept  these  goals  will  perforce  undertake  to  edu- 
cate themselves  and  expand  their  ktiowledge  iti  de- 
ficient areas  such  as  growth,  development,  school 
and  behaviortd  problems  as  well  as  efficient  handl- 
ing of  commoti  medical  problems  ol  the  family. 

The  second  conseipietice  is  th;it  il  faitiily  medi- 
cine is  to  become  a new  s])ecialty  then  it  must  be 
centered  on  a clearly  defined  body  of  knowledge 
and  be  supported  by  well-conditcted  research.  Fhe 
research  woidd  deal  with  the  family  itself,  the 
health  needs  of  the  family  and  various  methods  ol 
providing  health  care.  It  is  clear  that  matiy  disci- 
plines will  be  invohed  iti  siuli  broad  projects. 

Fhe  speculations  ujion  which  the  experiment 
at  McMasters  will  be  pursued  will  uiulotibtedly  re- 
ipiire  further  sttidy  and  revision  before  lamily 
medicine  lieiomes  an  established  clitiical  discipline. 
We  are  still  left  with  the  cpiestion  of  how  we  are 
goitig  to  entice  enotigh  young  men  into  the  medical 
profession  to  become  family  physicians  or  primary 
jihysiciatis  in  this  concept.  1 here  would  be  a mini- 
mum of  four  years  after  medical  graduation  before 
such  itulividuals  could  come  on  the  Americati  scetie. 
How  many  of  the.se  individttals  would  branch  oti 
the  way  iti  to  more  concentrated  efforts  in  the 
various  specialties. 

In  essence  there  is  ;i  re;il  need  for  such  family 
physicians  but  their  actual  existence  in  adeeptate 
numbers  to  fitlfill  the  real  needs  of  the  .American 
popidation  remains  in  doubt.  In  any  event  we  will 
be  looking  to  the  experiment  in  McMasters  with 


great  interest  liecause  medicine  is  and  must  evolve 
new  patterns  to  deepen  its  roots  in  science  and 
Inoadeti  its  scope  of  service  to  society. 

L.H.N. 

Infusion  Thrombophlebitis 

One  of  the  most  common  iliseases  of  medical 
jirogress  is  infusion  thrombophlebitis.  'Fhere  has 
been  increasing  use  of  inftisioti  therapy  in  hospital 
practice,  d'he  substances  employed  vary  from  glu- 
cose in  water  to  glucose  iti  saline  to  .saline.  Added 
fretpiently  are  vitamins,  anesthetics  and  now  anti- 
biotics. .\s  the  infused  solutions  have  become  more 
vtiried  ami  the  duration  of  infusion  prolonged,  the 
incitlence  of  infusion  thrombophlebitis  has  also 
iticreased.  I he  anesthetist  inserts  a needle  in  a 
veiti  and  hardly  a patient  iti  intensive  care  is  with- 
out an  infusion.  Post  operatively  practically  every 
patient  continties  to  receive  infusion  therapy  for 
many  hours  or  even  days. 

The  incidence  of  infusion  thrombojihlebitis  is 
.so  high  that  we  have  come  to  accept  this  com- 
plication uncritically  as  though  it  is  necessary  and 
not  important.  Nevertheless  there  is  tenderness  and 
redness  of  varying  degree  that  can  be  seen  near  the 
vein  on  the  first  post  infusion  day.  Later  there  de- 
velops a generally  tender  palpable  thrombus  at 
the  site  of  infusion  or  in  its  immediate  vicinity 
which  can  be  readily  observetl  liy  the  physician  and 
felt  by  the  patient.  Often  the  thrombosis  and  pain 
will  begin  at  night  giving  the  patient  a sleepless, 
exhatistitig  night.  If  a vein  is  cannulated  in  the 
mid  forearm  it  may  by  thrombosis  prevent  itiftision 
from  matiy  peri[iheral  veins. 

.Since  infusion  thrombophlebitis  and  the  tender 
thrombus  which  arises  in  consequence  of  it  are  so 
fairly  common  and  can  sometimes  trouble  the  pa- 
tient for  motiths  retidering  a .set  of  venous  chan- 
nels unusable  for  the  future,  the  problem  of  iti- 
fusioti  thrombojihlebitis  catniot  be  dismissed  as 
clitiically  itisigtiificaiit  atid  more  attentioti  should 
lie  paid  to  prophylaxis  as  far  as  possible.  Earlier 
studies  to  fitid  predisposing  factors  in  producing  in- 
fusion thrombophlebitis  have  shown  that  long  dura- 
tion of  itifusioti,  acidity  of  the  infusion  fluid  iti  long 
term  infusions,  the  use  of  veins  of  small  caliber,  all 
incretise  the  iticidence  of  occlusion  of  the  vein  by 
dot.  I'he  studies  with  regards  to  the  effects  of  in- 
fusion etpiipmetit,  iptality  of  needles,  injection 
techniques  and  individual  differences  between  pa- 
tients have  yielded  highly  conflicting  results.  But 
it  is  recognized  that  certaiti  atitibiotics  such  as 
Achromycin  when  added  to  infusion  fluids  are  al- 
most invariably  followed  by  infusion  thrombo- 
phlebitis. 
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"All  Interns  are  Alike" 


It  stands  to  reason.  They  all  go  through  the  same 
training;  they  all  have  to  pass  the  same  tests;  they 
all  have  to  measure  up  to  the  same  standards;  they 
all  are  underpaid,  too.  Therefore,  all  interns  are 
alike. 

That's  utter  nonsense,  of  course.  But  it's  no 
more  nonsensical  than  what  some  people  say 
about  aspirin.  Namely:  since  all  aspirin  is  at  least 
supposed  to  come  up  to  certain  required  stand- 
ards, then  all  aspirin  tablets  must  be  alike. 

Bayer's  standards  are  far  more  demanding.  In 
fact,  there  are  at  least  nine  specific  differences  in- 


volving purity,  potency  and  speed  of  tablet  disinte- 
gration. These  Bayer®  standards  result  in  significant 
product  benefits  including  gentleness  to  the  stom- 
ach, and  product  stability  that  enables  Bayer  tab- 
lets to  stay  strong  and  gentle  until  they  are  taken. 

So  next  time  you  hear  someone  say  that  all 
aspirin  tablets  are  alike,  you  can  say,  with  confi- 
dence, that  it  just  isn't  so. 

You  might  also  say  that  all  interns  aren't  alike, 
either. 


BAYER 

A s i»  1 I hr  ^ 
CHilJDRCN 
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I’he  discrei)ancies  in  results  of  studies  conducted 
so  far  are  prol)ably  the  residt  of  the  difficulty  in 
standardizing  the  experimental  conditions,  and 
especially  to  general  endeavors  to  study  too  many 
variables  in  a single  often  small  material.  Elfving 
and  his  associates^  first  began  their  study  of  the 
problem  of  infusion  thrombophlebitis  in  1968  and 
the  conditions  of  study  were  standardized  as  far 
as  possible.  With  a sufhciently  large  material  they 
concentrated  on  the  duration  of  the  infusion,  the 
role  of  anesthetic  agents  infused  and  the  role  of 
individual  factors  in  the  genesis  of  infusion  throm- 
bophlebitis. 

I'he  study  of  1,048  infusions  showed  clearly  the 
great  importance  of  the  duration  of  the  infusion 
and  the  acidity  of  the  solution  infused.  If  the  in- 
fusion lasted  two  to  eight  hours  the  incidence  of 
thrombophlebitis  was  40  per  cent  but  only  16  per 
cent  of  it  lasted  less  than  two  hours.  Glucose  in 
saline,  10  per  cent  glucose  or  fructose  did  not  ma- 
terially alter  the  incidence.  .Some  substances  in- 
fused such  as  thiopental  or  barbiturates  did  not 
change  the  incidence  of  vein  complication,  but 
pethidine  increased  the  incidence  about  one-third. 
1 hrombojjhlebitis  occurred  less  commonly  in  pa- 
tients under  age  twenty.  However,  it  was  twice  as 
common  in  women  as  in  men  but  the  existence  of 
varices  of  the  lower  extremities  or  a history  of 
previous  thrombophlebitis  did  not  increase  inci- 
dence. 

Earlier  work  have  yielded  contradictory  results 
with  regard  to  the  significance  of  the  pH.  of  the  in- 
fusion fluid.  Some  found  near  neutralization  of  the 
infusion  fluid  lowers  the  incidence  of  infusion 
thrombophlebitis.  Accordingly  Elfving  tested  buf- 
fered and  unbuffered  fructose  in  10  per  cent  solu- 
tion. Ehe  unbuffered  infusion  caused  18  per  cent 
complications.  However,  neutralization  to  a pH.  of 
6.8  reduced  the  incidence  of  complication  to  five 
per  cent.  When  glucose  solution  was  infused  then 
buffering  reduced  the  incidence  of  infusion  throm- 
bophlebitis from  20  to  one  per  cent. 

Heparin  ointments  have  been  favored  by  some 
for  prophylaxis  against  infusion  thrombophlebitis. 
Elfving  found  that  it  was  possible  to  lower  the 
incidence  slightly  and  to  mitigate  the  thrombo- 
jjhlebitis  itself  with  this  ointment.  However,  effec- 
tive prophylaxis  with  ointment  routinely  is  a cum- 
bersome procedure  as  compared  to  a change  of 
pH.  of  the  solutions  to  be  infused.  The  incon- 
venience to  the  patient  caused  by  infusion  can  be 
most  effectively  eliminated  and  most  practically 
by  using  buffered  infusion  fluids.  Since  starting 
routine  buffering  of  infusion  fluids  Elfving  and  his 
as,sociates  have  not  encountered  any  deterimental 


side  effects  and  have  virtually  eliminated  infusion 
thrombophlebitis. 

Inasmuch  as  the  incidence  of  thrombophlebitis 
is  very  high  after  infusing  certain  antibiotics  the 
next  stejj  it  is  hoped  will  be  the  development  of 
an  infusion  fluid  with  antibiotics  which  will  also 
reduce  the  painful  and  troublesome  complication  of 
infusion  thrombojihlebitis. 

I..H.N. 
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What  Is  ''Informed  Consent"? 

Ghayefi  points  out  two  important  problems  in 
which  legal  actions  are  brottght  against  a physician. 
One  of  these  is  the  claim  of  negligence  or  mal- 
practice. In  this  type  of  case  which  is  happily  de- 
clining, the  issue  is  whether  or  not  the  physician 
acted  with  less  skill  than  another  prudent  physi- 
cian would  use  who  is  practicing  in  the  same  or 
a similar  community.  In  most  cases  of  this  kind 
the  court  would  require  evidence  from  another 
physician  that  the  defendent  did  in  fact  practice 
below  that  standard  of  care. 

Another  type  of  case  is  one  involving  informed 
consent.  W'hen  a jihysician  proceeds  without  proper 
consent  then  the  law  terms  his  action  “technical 
assault  and  battery.”  In  actions  of  this  kind  there 
is  no  reference  to  what  the  community  standard  of 
care  is.  All  that  the  patient  needs  to  prove  is  that 
the  procedure,  whether  biopsy,  administration  of 
a drug  (jr  operation  performed,  which  led  to  some 
untoward  conse([uence  or  injury,  was  performed 
without  his  consent.  If  he  proves  this  he  may  be 
awarded  damages  for  any  injury  suffered. 

How  does  one  obtain  proper  consent?  This  poses 
a very  difficult  medical-legal  problem  for  the  physi- 
cian in  almost  every  area  of  practice.  Every  opera- 
tive procedure  and  many  diagnostic  procedures  re- 
(juire  the  patients  consent.  The  law  appears  to  be 
quite  clear  on  this  point  that  the  consent  must  be 
informed  consent,  that  is  consent  freely  given  with 
a clear  understanding  of  the  relative  risks  and 
benefits  of  the  procedure. 

In  most  instances  it  is  practically  impossible  to 
state  the  benefits  and  risks  of  a jnocedure  in  terms 
that  would  make  a jjhysicians  task  possible.  For 
example  a patient  has  carcinoma  of  the  lung.  He 
is  slipping  and  we  wish  to  give  him  chlorambucil. 
We  can’t  tell  the  patient  the  probability  of  help 
nor  the  risk  to  his  hematopoietic  system.  If  we 
did  we  probably  coidd  never  proceed  with  any  of 
our  therapy.  Or  we  have  a patient  with  heart  fail- 
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B and  C vitamins  are  part  of  therapy:  An  imbalance  of  water-soluble  vita- 
mins and  chronic  illness  often  go  hand  in  hand.  STRESSCAPS  capsules,  con- 
taining therapeutic  quantities  of  vitamins  B and  C,  are  foimulated  to  meet  the 
increased  metabolic  demands  of  patients  with  physiologic  stiess.  In  chionic  ill- 
ness, as  with  many  stress  conditions,  STRESSCAiPS  vitamins  are  therapy. 


Each  capsule  contains: 

Vitamin  B,  (as  Thiamine  Mononitrate)  10  mg 


Vitamin  Bj  (Riboflavin)  10  mg 

Vitamin  B«  (Pyridoxine  HCI)  2 mg 

Vitamin  Bn  Crystalline  4 mcgm 

Vitamin  C (Ascorbic  Acid)  300  mg 

Niacinamide  100  mg 

Calcium  Pantothenate  20  mg 


Recommended  intake:  Adults,  1 capsule 
daily,  for  the  treatment  of  vitamin  deficien- 
cies. Supplied  in  decorative  '‘reminder” 
jars  of  30  and  100;  bottles  of  500. 
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urc  who  needs  diuretics  as  well  as  digitalis.  But 
diuretics  can  ])roduce  hypokalemia  and  irritable 
myocardium.  'I’hey  can  cause  hyjjerglycemia,  pre- 
cipitate gout  and  much  else.  Need  we  sit  down  with 
our  patient  and  portray  the  risks  and  benefits.  There 
came  to  mind  innumerable  instances  in  which  w'e 
are  obliged  to  try  a new  drug  some  of  whose  un- 
toward consetpiences  may  not  even  be  known  for 
years. 

'I’he  diseases  of  medical  progress  are  many  and 
increasing.  Shall  we  explain  to  every  patient  his 
risk  in  receiving  penicillin?  Shall  we  explain  that 
occasional  rupture  of  the  colon  may  follow  a barium 
enema,  that  a liver  biopsy  may  be  followed  by 
hemorrhage?  There  is  little  doubt  that  if  we  began 
to  explain  to  a patient  the  known  and  unknown 
risks  and  benefits,  practice  of  modern  medicine 
would  become  too  difficult.  Shall  a surgeon  who  is 
to  perform  a radical  mastectomy  tell  the  patient  all 
the  possible  consetjuences  of  the  mutilation?  Shall 
we  explain  to  a patient  the  possible  risk  of  cerebral 
hemorrhage  in  the  use  of  anticoagulants? 

Several  recent  cases  have  raised  again  the  peren- 
nial problem  of  consent.  A Texas  appellate  court 
ruled  that  a man  who  had  suffered  a complete  loss 
of  hearing  in  his  left  ear  as  a result  of  stapedectomy 
was  entitled  to  have  his  case  reach  the  jury  because 
the  evidence  raised  a real  question  whether  the 
physician  had  made  a full  disclosure  of  the  risks 
and  outcome  probabilities  of  the  operation.- 

The  patient  testified  that  the  physician  told  him 
that  in  cases  such  as  his  there  was  a 90  per  cent 
chance  of  success.  The  other  10  per  cent  had  neither 
improved  nor  worsened  hearing.  The  doctor  testi- 
fied that  he  told  the  jiatient  that  in  one  per  cent 
of  cases  hearing  was  entirely  lost.  The  appellate 
court  ordered  a new  trial  to  determine  who  was 
telling  the  truth.  A written  consent  in  which  the 
risks  were  stated  would  have  avoided  the  suit.  Al- 
though a verbal  consent  is  legally  binding  it  is 
only  so  until  the  time  comes  to  prove  exactly  what 
was  said. 

Patients  often  have  remarkably  jjoor  memories 
and  engage  in  a degree  of  fantasy  once  legal  difficul- 
ties develop.  The  written  consent  obviously  will 
have  to  be  as  specific  as  possible,  listing  the  type  of 
operation  and  the  risks  involved.  A blanket  con- 
sent may  be  even  worse  than  a verbal  consent. 
Wdien  a patient  consents  to  anything  and  every- 
thing that  may  be  done  to  him  it  may,  Chayet^ 
points  out,  have  a definitely  adverse  effect  on  the 
jury. 

A more  difficult  cjuestion  raised  by  this  case  is 
the  extent  of  the  information  that  must  be  given 
to  the  patient  before  his  consent  will  be  considered 
truly  informed  in  a court  of  law.  It  is  on  this  jroint 
(ihayet  believes  that  the  law  will  have  to  take  into 


account  the  realities  of  medical  practice.  The  law 
must  understand  the  adverse  psychologic  effect  on 
the  patient  were  he  to  be  informed  of  every  possible 
risk  attendant  to  even  the  simplest  operation.  The 
patient  may  even  decide  to  endure  “the  lengthy  list 
of  horrors”  given  by  the  conscientious  physician. 

If  we  could  apply  the  community  standard  to 
the  consent  cases  as  we  do  to  the  malpractice  cases, 
it  would  be  the  most  realistic  way  of  determining 
how  much  information  should  be  provided  about 
risks  and  benefits  by  a prudent  physician  practicing 
in  the  same  community  under  the  same  circum- 
stances. In  such  an  event  the  testimony  of  other 
physicians  would  be  taken  into  account  in  deter- 
mining whether  the  information  was  sufficient. 

A recent  Arizona  case^  has  dealt  with  this  ques- 
tion in  a most  enlightened  manner.  The  case 
involved  a cataract  operation  which  the  physician 
described  as  “very  simple”  with  the  further  state- 
ment “there  was  no  need  to  worry  about  it.”  The 
doctor  testified  that  he  did  mention  some  of  the 
risks  just  before  the  operation.  It  was  quite  clear, 
however,  he  did  not  list  all  possible  risks,  including 
the  injury  that  did  occur— a prolapse  of  the  iris  on 
each  side  of  the  incision.  The  Court  stated  “we 
refuse  to  hold  as  did  the  lower  court  that  failure  to 
disclose  all  reasonable  and  recognized  risks  inherent 
in  an  operation  renders  the  consent  ineffectual  . . . 
the  duty  of  the  physician  to  disclose  is  determined 
by  the  normal  practices  of  his  profession  in  the 
particular  community.” 

Of  course  there  are  other  problems  attendant 
upon  the  issue  of  consent.  One  is  recognizing  per- 
sons who  are  incompetent  to  give  consent.  An- 
other—what  is  proper  consent  when  one  is  engaging 
in  clinical  research  and  human  experimentation. 

If  all  courts  like  the  Arizona  Court  will  come  to 
recognize  and  accept  the  medical  realities  of  obtain- 
ina;  informed  consent,  then  the  doctrine  of  “tech- 
nical  assaidt  and  battery”  will  come  to  be  applied 
with  enlightened  restraint. 

L.H.N. 
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Potentiation  Of  Coumarin  Action 
By  Phenylbutazone 

We  are  aware  of  the  drugs,  like  phenobarbital 
that  interfere  with  coumarin  action.  The  mechan- 
ism of  its  antagonism  is  based  upon  enzyme  induc- 
tion of  glucuronides  which  combine  with  coumarins 
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'•'When  I couldn’t  even  smell  corned  beef  and  cabbage, 
I decided  it  was  time  for  you,  Doc.” 
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PITMAN-MOORE 


Division  of  The  Dow  Chemical  Company,  Indianapolis 


Volume  31,  No.  7 


485 


to  rentier  them  inefiective.  Now  we  have  come  to 
recognize  other  drugs  like  phenylbutazone  which 
potentiates  coinnarin  action.  In  fact  the  adminis- 
tration of  phenylbutazone  and  oxyphenylbutazone 
to  a jxalient  already  being  treatetl  with  coumarin 
drugs  can  lead  to  serious  hemorrhagic  complica- 
tions.^ 

Just  how  these  dings  jK)tentiate  the  prothrom- 
hinogenic  effect  of  coumarins  is  not  clear.  It  is 
not  caused  by  impaired  liver  function  or  de- 
fective vitamin  K metabolism  since  these  drugs 
do  not  alter  blood  cotigulation.  Some  have 
thought  it  was  due  to  delayed  renal  excretion  of 
the  coumarins.  Others  have  thought  that  they  slow 
the  disappearance  of  the  coumarins  from  the 
plasma.  Thus  the  idea  arose  that  phenylbutazone 
inhibits  activity  of  hepatic  enzymes  that  metabolize 
the  coumarins  in  the  opposite  mechanism  of  enzyme 
induction  that  phcnobarbital  generates. 

Brodic-  believed  that  phenylbutazone  might  dis- 
place the  coumarins  from  their  binding  sites  on 
plasma  protein  thereby  making  more  free  coumarin 
tivailable  at  its  site  of  action  in  the  liver.  Aggeler  et 
al'^  have  now  reported  evidence  in  support  of  this 
view.  Their  results  show  that  phenylbutazone  has 
a stiiking  ability  to  displace  warfarin  from  al- 
bumin in  vitro  and  further  that  administration  of 
phenylbutazone  sjjeeds  up  the  disappearance  of 
warfarin  from  plasma  in  m:in. 

'They  tested  three  normal  men  and  one  fdty  eight 
year  old  man  with  coronary  heart  disease,  d’hey 
took  prothrombin  times  and  samples  of  blood  for 
warfarin  content.  Then  they  administered  phenyl- 
butazone 200  mg.  twice  daily.  I’he  jtrothrombin 
complex  began  to  fall  and  within  two  weeks  it  had 
decreased  tcj  eight  per  cent  of  normal  at  which 
])oint  bleeding  from  the  bowel  occurred.  Vitamin  K 
and  transfusions  restored  the  prothrombin  time  to 
normal. 

'I'he  authors  encountered  a dillicultv  in  testing 
plasma  for  phenylbutazone  and  warfarin  because  if 
they  are  measured  by  their  optical  densities,  the 
similarity  of  these  two  is  very  close,  d hey  therefore 
developed  another  method  of  testing  for  these 
sidjstances  to  eliminate  this  coidusion.  In  each  case 
they  found  that  as  the  patients  received  phenyl- 
butazone, there  was  a reduction  in  j^lasma  levels  of 
warfarin,  d'his  means  that  warfarin’s  disapj)earance 
rate  was  increased. 

If  potentiation  of  the  warfarin  effect  by  phenyl- 
butazone was  due  to  slowing  or  inhibition  of  the 
metabolism  of  warfarin,  then  the  phenylbutazone 
admitiistration  shoidd  have  raised  the  warfarin 
content  of  the  phisma.  In  lact  the  concentration  of 
warfarin  in  plasma  dropjicd  to  half  that  which 


would  be  expected  Irtjm  the  dosage  of  warfarin 
administered.  It  was  only  one-sixth  the  amount 
present  when  a comparable  degree  of  hypopro- 
thrond)inemia  was  produced  by  warfarin  in  the 
absence  of  phenylbutazone. 

When  one  drug  causes  increased  rate  of  disap- 
])earance  ol  another  drug  from  the  plasma,  our 
first  thought  is  that  the  first  drug  has  induced  an 
increase  in  drug  metabolizing  enzymes  in  the  liver, 
a sort  of  enzyme  induction.  But  if  this  were  the 
explaiKition  tlien  the  biologic  action  of  the  second 
drug  should  be  diminished  bectiuse  free  drug 
avaihible  at  a sjjecific  site  ol  biologic  action  is  more 
rapidly  depleted.  I'his  mechanism  would  cause  in- 
terference rather  than  ]iotentiation  of  action  which 
occurred  in  Aggcler’s  p;itients. 

An  intreased  rate  of  disappearance  of  the  second 
drug  can  also  be  produced  when  the  first  drug  dis- 
places the  second  from  its  binding  to  jtlasma  jiro- 
tein.  When  this  occurs,  more  of  the  second  drug  be- 
comes available  both  to  existing  drug  metabolizing 
enzymes  and  to  specific  sites  of  dntg  action  in  the 
liver.  In  this  case  even  though  the  half  life  of  the 
drug  in  the  plasma  is  .shorter,  the  biologic  effect  is 
greater.  'I’liis  is  whal  ajiparently  hajipenes  when 
jihenylbutazone  potentiates  the  action  of  warfarin. 
By  disiilacing  warfarin  from  its  bituling  sites  on 
plasma  albumin  jihenylbutazone  has  made  increased 
tpiantities  of  free  warfarin  available  both  to  drug 
metabolizing  enzymes  and  to  sjiecific  sites  of  bio- 
logical action  in  the  li\er  to  produce  hypojtro- 
thrombinemia. 

I he  attempt  to  explain  the  antagonistic  action  of 
coumarin  and  phenobarbital  offered  an  explatia- 
tion  of  the  difficulty  of  maintaining  a therapeutic 
level  of  anticoagulants  in  such  patients.  It  also  led 
to  utilizing  the  mechanism  of  enzyme  induction  iti 
successful  treatment  of  hyperbilirubinemic  in- 
fants.-* Perha]js  the  exjdanation  of  potentiation  of 
coumarin  actioti  by  phenylbutazone  will  also  lead 
to  tiew  therapeutic  a|jproaches  even  as  it  has  clari- 
hed  lor  us  the  dangers  inherent  in  treating  patients 
with  both  phenylbutazone  and  coumarins. 

L.H.N. 
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When  the  otherwise  normal,  healthy  patient  complains 
of  discomfort  and  backaches,  many  doctors  suggest  a 


Sealy  Posturepedic’  mattress 


you  find  backache  brought  on  by  poor  sleeping  posture, 
Dnsider  the  experience  many,  many  doctors  and  patients 
ave  had  with  Sealy  Posturepedic.  In  countless  cases,  they 
have  found  Posturepedic  truly  helps  be- 
cause it  provides  essential  firm  support. 


Sealy  Posturepedic  is  designed  in  cooperation  with  lead- 
ing orthopedic  sutgeons  for  good  sleeping  posture.  Its 
firmness,  providing  the  kind  of  support  acknowledged 
most  beneficial,  helps  keep  the  spine  in  line  and  tends  to 
reduce  muscle  tension. 
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professional  discount  on  the  Sealy  Posturepedic. 
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of  the  Posturepedic’s  distinctive  benefits  and,  we 
would  hope,  merit  your  valued  recommendation. 

The  professional  discount  represents  a saving  of 
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Artificial  Materials  In  Surgery: 
Autologous  Tissue  Materials 

There  are  certain  things  in  life  for  which 

there  are  no  good  suhstitutesd 

Great  strides  have  been  made  towards  imjjroving 
host  acceptance  of  homologous  transplants.  But  on 
the  basis  of  our  present  knowledge  there  is  no  good 
substitute  for  autologous  tissue.  Accordingly  auto- 
logous tissues  must  be  considered  the  standards 
against  which  all  other  types  of  prcjcedures  using 
protheses  must  be  compared  in  terms  of  perform- 
ance and  permanence,  especially  when  considering 
the  various  materials  which  can  be  used  to  eifect 
arterial  reconstruction.  I’he  perfect  graft  is  “no 
graft,”  a close  second  is  the  arterial  autograft. 
Endarterectomy  is  a form  of  using  autologous  tis- 
sue vascular  material.  Other  types  of  material  used 
for  vascidar  reconstruction  are  autologous  veins, 
the  central  tendon  of  the  diaphragm  and  the 
pericardium  and  of  course  artificial  fiber  prostheses. 

There  is  universal  agreement  that  the  arterial 
autograft  represents  the  ideal  type  of  vascular  graft 
material.  Even  if  the  autograft  is  preserved  by  freez- 
ing under  specific  conditions,  its  implantation  re- 
mains normally  viable,  the  architecture  remains  in- 
tact, all  the  cellular  and  elastic  tissue  elements  re- 
main normal.  Even  when  placed  into  a growing 
subject  these  implants  exhibit  normal  maturation 
and  growth.!  T-pe  major  disadvantage  of  the  arterial 
autograft  is  lack  of  availability,  since  there  are  few 
arteries  in  the  body  that  can  be  sacrihced  for 
application  in  other  regions.  The  autograft  is 
further  limited  for  use  by  the  recjuirements  of 
cjuantity,  length,  and  diameter  to  effect  extensive 
arterial  reconstruction  which  are  commonly  per- 
formed today.  The  hnal  problem  is  the  serious 
question  as  to  their  usefulness  in  individuals  who 
tend  to  have  widespread  atherosclerotic  involve- 
ment of  the  arterial  tree. 

Endarterectomy  which  is  theoretically  preferable 
is  good  only  in  the  case  of  short  segment  removal 
and  the  remaining  wall  is  often  not  normal  enough 
to  allow  for  continued  patency.  One  needs  to  pro- 
duce an  inner  surface  which  is  smooth  and  free  of 
tags  of  tissue.  Ehe  residual  arterial  wall  in  common 
with  other  segments  of  the  arterial  tree  continues 
to  show  a propensity  to  develop  obstructing  athero- 
sclerotic lesions  and  the  endarterectomized  segment 
itself  tends  to  develop  constricting  hbrosis.  Perhaps 
the  tendency  to  fibrotic  stricture  at  arteriotomy  and 
endarterectomy  sites  is  a manifestation  of  the  fibros- 
ing inflammatory  element  of  athero.sclerosis. 

Many  surgeons  have  therefore  come  to  use  a 
lateral  patch  which  effectively  widens  the  area  of 
reconstruction  and  tends  to  minimize  the  effect  of 
arteriotomy  stricture  and  of  the  residual  roughness 


of  the  segment.  There  is  now  a body  of  evidence 
wbich  suggests  that  non-antologous  patches  may 
act  as  very  short  prostheses  and  be  influenced  only 
by  tbe  desirable  “suture-line  type”  of  healing  as 
observed  within  one  to  two  cm.  of  anastomosis  of 
implanted  prostheses.  The  issue  will  be  settled  when 
long  term  observation  in  humans  of  patch  en- 
darterectomy reconstruction  become  available. 

Tbe  autologous  vein  also  remains  permanently 
viable  with  preservation  of  a largely  normal  mural 
architecture,  although  its  wall  undergoes  medial 
thickening.  Its  expected  longevity  is  far  in  excess  of 
the  arterial  homograft,  and  therefore  can  be  con- 
sidered a permanently  established  material  of  ar- 
terial reconstruction.  Of  course  autologous  veins 
are  subject  to  the  same  restrictions  as  autologous 
arteries,  since  there  simply  are  not  enough  dispens- 
able veins  of  sufficient  length  and  diameter  to  satisfy 
the  demands  for  arterial  reconstructive  materials. 

For  sjiecihc  ty]ies  of  arterial  reconstruction,  such 
as  closure  of  both  atrial  and  ventricular  septal  de- 
fects and  occasionally  for  widening  the  outflow  tract 
of  the  right  ventricle  the  central  tendon  of  the 
diaphragm,  rectus  fascia  and  autologous  pericar- 
dium have  been  employed.  Although  the  use  of  non- 
vascular  autologous  tissue  to  effect  arterial  recon- 
struction may  seem  odd,  in  these  specific  regions 
non-vascular  tissue  may  prove  to  be  acceptable. 

In  time  perhaps  a prosthesis  will  be  developed 
which  will  comjiare  favorably  with  normal  auto- 
logous aorta  which  is  a near  perfect  graft.  The 
ultimate  challenge  will  be  to  develop  a vascular 
prosthesis  which  can  be  implanted  into  a child  and 
will  grow  ajiace  with  the  attached  host  artery,  and 
maintain  a viable  intact,  stable  and  endothelialized 
inner  fibrous  capsule  which  will  remain  free  of 
complications  for  the  life  of  the  individual. 

.\t  the  present  time  grafting  into  the  pulmonary 
artery  and  venous  system  is  still  in  the  experimental 
phase,  because  corrections  are  mostly  in  congenital 
defects  and  replacements  must  have  a very  long  life. 
Perhaps  the  pericardium  will  be  tried  for  use  in 
the  pidmonary  artery.  Small  veins  are  very  difficult 
to  replace  successfully  and  there  is  no  successful 
infra-renal  vena  cava  replacement  or  thoracic  vena 
ca\a  or  portal  \enous  system  replacement. 

'Ehere  is  still  much  to  be  learned  even  from  the 
most  acceptable  graft  fabrications.  We  know  what 
the  ideal  properties  of  a vascular  prosthesis  should 
Ite.  There  should  be  absence  of  toxicity  and  al- 
lergenic properties.  I’hey  sbould  be  durable  and 
not  deteriorate.  They  need  to  have  the  correct 
porosity  and  of  course  desirable  handling  proper- 
ties. While  dacron  seems  to  be  the  best  synthetic 
fiber  at  jjresent  for  implantation,  Wesolowski’s 
work  is  directed  towards  importance  of  physical 
porosity  and  physical  characteristics  of  synthetic 
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vascular  prostheses  as  cletenninants  of  their  ultimate 
late  ill  healing. 

Even  though  many  patients  are  dramatically 
benefitted,  vascidar  surgeons  should  not  be  com- 
placent about  their  residts  but  should  attempt  to  re- 
cover all  implanted  prostheses,  to  analyze  them  in 
detail  with  a \iew  of  documenting  all  the  complica- 
tions which  can  occur,  then  applying  this  informa- 
tion to  the  development  of  better  vascular  pros- 
theses. 
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Thyroxin  And  The  Organization 
Of  The  Nervous  System 

In  the  adult,  one  of  the  major  functions  of  thy- 
roxin is  the  regulation  of  temperature  and  of 
cellular  metabolism.  However  in  the  newborn  rat 
and  for  the  first  ten  days  of  life  thyroxin  does  not 
increase  the  metabolic  rate  (O^  consumption)  and 
yet  thyroxin  deficiency  during  this  period  has  pro- 
found consecpiences  for  the  subsecpient  life  of  the 
organism.  The  deficiency  impairs  learning  ability 
and  the  development  of  the  nervous  system,  and 
delays  skeletal  and  somatic  maturation. ^ Without 
accelerating  metabolism  what  then  are  the  in- 
fluences upon  the  nervous  system  that  are  so  ^ital. 

Etkin-  established  the  fundamental  role  of  thy- 
ro.xin  in  the  maturation  of  the  median-eminence 
area  of  the  tadpole  hypothalamus.  This  we  must 
remember  is  a region  of  the  brain  which  in  higher 
animals  controls  many  neuroendocrine  regulatory 
mechanisms.  One  of  the.se  mechanisms,  the  secretion 
of  ACTH  in  response  to  stress  does  not  function 
during  the  early  postnatal  period.  If  thyroxin  is 
added  to  an  in  \itro  cerebellum  from  a newborn 
rat  or  mouse  it  accelerates  myelogenesis.  In  the  in- 
tact newborn  rat  during  the  first  ten  days  thy- 
roxin accelerates  the  de]iosition  of  brain  cholesterol 
(which  presumably  represents  myelinization)  ad- 
vances the  age  of  eye-opening  and  increases  spon- 
taneous locomotor  activity. 

.Schapiro  and  Norman  ha\e  just  published 
further  work  demonstrating  that  administration  of 
thyroxin  to  the  newborn  rat  will  accelerate  the 
maturation  of  the  pituitary  adrenal  response  to 
Stress.  It  accelerates  the  development  of  the  electro- 
encephalogram and  advances  the  age  at  w'hich  the 
rat  will  respond  behaviorally  and  neurophysio- 
logically  to  acute  environmental  stimuli.  It  will  also 
increase  the  ability  of  the  infant  rat  to  learn  a con- 
ditioned avoidance  response. 


The  control  rats  five  days  old  showed  no  change 
in  adrenal  gland  content  of  corticosteroid  after  fif- 
teen minutes  of  stress,  but  in  thyroxin  rats  such  an 
increase  did  occur.  It  would  appear  as  if  the  thy- 
roxin treatment  advanced  the  age  at  which  the 
stress  they  used,  provoked  the  secretion  of  ACTH. 

In  the  test  for  the  maturation  of  the  startle  re- 
sponse, control  animals  exhibited  no  response  in 
amount  of  activity  to  a sudden  loud  noise  during 
the  first  nine  to  eleven  post-natal  days  but  at  day 
twelve  this  stimulus  elicited  a measurable  “startle 
response”  aiul  by  fourteen  days  clear  changes  in 
activity  occurred.  In  contrast  thyroxin  treated 
animals  responded  as  early  as  nine  days  of  age. 

The  infant  rat  brain  before  nine  days  of  age  has 
very  little  electrical  activity  and  recognizable  fre- 
(picncy  patterns  are  not  yet  present.  Even  at  day 
nine,  wave  patterns  are  not  yet  regular  and  dis- 
tinct. However  the  thyroxin  treated  animals  show 
a higher  amplitude  of  activity  at  all  age  groups 
studied.  At  twelve  days  the  experimental  animals 
exhibited  changes  in  both  amplitude  and  frequency 
in  response  to  a loud  noise.  .Several  days  later  (four- 
teen to  fifteen)  recognizable  changes  in  the  electro- 
encephalogram occurred  in  the  experimental 
animals  in  response  to  other  external  stimuli 
(cricket,  light,  keys).  Their  thyroxin  appears  to 
have  accelerated  the  maturation  of  the  central 
nervous  system  mechanisms  underlying  their  physio- 
logical adaptive  responses. 

The  ten  day  old  rat’s  cortical  nerve  cells  acquire 
properties  of  the  mature  neurone,^  they  sprout 
dendrites  and  axons  and  shortly  thereafter  rhythmic 
electrical  activity  is  observed.  In  the  absence  of 
thyroxin  the  development  of  the  central  nervous 
system  is  severely  retarded.  Thyroxin  therefore  ap- 
pears to  play  an  important  role  for  development 
of  neurons  during  “critical”  (or  plastic)  periods  in 
early  post-natal  life.  Such  development  establishes 
the  web  of  interconnections  that  lay  the  foundation 
for  later  Ijehavioral  response  of  the  organism.  An 
important  part  in  the  development  of  these  inter- 
connections seems  to  be  the  myelinization  of  the 
fibers. 

L.H.N. 
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Myxedema  Heart  Disease,  Report  Of  One  Case 


Allen  Chetrick,  M.D. 

■ Myxedema  has  been  defined  as  a state  in  which 
there  is  essentially  an  absence  of  thyroid  function. 
In  this  setting  Zondek^  in  1918  first  recognized 
generalized  dilatation  of  the  heart  of  sometimes 
marked  degree  with  sluggish  heart  action  and  de- 
pressed voltage  of  the  electrocardiogram  all  of 
which  reverted  to  near  normal  after  the  adminis- 
tration of  thyroid.  Huts  the  entity  of  myxedema 
heart  disease  was  born.  Fahr-  in  1925  first  described 
a case  in  this  country  and  implied  that  congestive 
heart  failure  occurred  secondary  to  myxedema 
heart  disease.  Willins  and  Haines,^  and  Christian^ 
however,  doubted  the  existence  of  the  entity  of 
myxedema  heart  disease  because  they  could  not 
duplicate  the  dramatic  shrinkage  of  heart  size  with 
thyroid  treatment  and  because  their  cases  of  myxe- 
dema could  not  be  disassociated  from  other  organic 
cardiovascular  disease  states.  This  argument  was 
partially  resolved  by  the  extensive  case  review  of 
the  heart  in  myxedema  by  Lerman,  Clark  and 
Means. This  study  justified  the  establishment  of 
this  clinical  syndrome  with  the  reservation  that  the 
occurrence  of  associated  congestive  heart  failure  was 
rare.  In  other  words  cardiac  enlargement  may  be  a 
feature  ascribable  to  myxedema  alone  but  cardiac 
failure  as  an  exclusive  expression  of  myxedema 
heart  disease  is  still  controversial.  The  following 
case  report  is  of  interest  because  of  the  classical 
features  of  myxedema  heart  disease  in  a man  with 
practically  no  subjective  symptoms  referable  to 
either  his  myxedema  state  or  to  his  heart. 

This  37-year-old,  white,  single  engineer  was  first  seen  on 
referral  on  June  4,  1964,  because  his  company  physical  exam- 
ination disclosed  an  enlarged  heart  on  chest  x-ray  and  low 
voltage  on  an  electrocardiogram.  There  was  no  history  of 
iheumatic  fever,  hypertension  or  congenital  heart  disease.  He 
knew,  however,  that  a chest  x-ray  in  1959*,  at  which  time  he 
was  investigated  for  a suspected  retial  calculus,  had  demon- 
strated cardiac  enlargement.  There  were  no  symptoms  of 
respiratory  insufficiency,  chest  pain,  weakness  or  fatigue.  Cold 
intolerance  was  not  a problem,  but  his  hands  had  been 
colder  and  his  skin  drier  over  the  past  five  years.  No  history 
of  chronic  iodine  or  cobalt  ingestion  was  obtained.  His 
occupation  did  not  expose  him  to  any  form  of  radiation.  No 
thyroid  disease  was  present  in  his  familv.  His  mother  had 
late  onset  diabetes. 

Physical  examination  disclosed  a pale,  expressionless  male 
with  obvious  bilateral  periorbital  edema.  1 he  voice  was  deep 

* This  chest  x-ray  was  unobtainable,  but  a report  con- 
cluded that  there  was  generalized  cardiomegaly  and  recom- 
mended investigation  for  congenital  heart  disease. 


and  the  skin  dry  and  rough.  The  hands  were  “ice-cold.”  Hair 
and  eyebrows  were  not  scanty  and  the  tongue  was  not  en- 
larged. I.ungs  were  totally  clear.  There  was  no  cervical 
venous  distention.  The  blood  pressure  was  114/96,  the  pulse 
56  and  regular,  the  temperature  98°F  and  the  weight  183 
pounds.  The  left  Ixirder  of  cardiac  dullness  of  the  heart  was 
4.0  cm.  beyond  the  left  midclavicular  line.  The  heart  tones 
at  the  base  of  the  heart  were  distant.  No  murmurs  were 
present.  'There  was  no  hepatomegaly  nor  ascites.  'The  knee 
and  ankle  reflexes  were  definitely  "hung-up.”  No  peripheral 
edema  was  pre.sent. 

'The  chest  x-rav  taken  on  May  27,  1964  showed  marked 
generalized  cardiac  enlargement  with  a water-bottle  con- 
hguration.  The  transver.se  cardiac  diameter  was  18.0  cm. 
while  the  transverse  intrathoracic  diameter  was  30.6  cm.  The 
lung  helds  were  clear.  The  initial  electrocardiogram  showed 
depressed  amplitude  of  all  complexes.  'The  T waves  were 
abnormally  flat  or  inverted  in  leads  I,  II,  and  V4_o-  A protein- 
bound  iodine,  obtained  at  a private  laboratory,  was  3.5 
microgm.  per  100  ml. 

On  June  14,  1964  he  was  admitted  to  the  Yale-New  Haven 
Hosjiital  for  further  study.  The  white-cell  count  was  6,200 
with  a normal  differential.  The  hemoglobin  was  10.6  gm.  and 
the  hematocrit  was  33  per  cent.  The  blood  indices  were 
normal.  The  sertim  iron  was  83  microgm.  and  the  iron 
binding  capacity  was  280  microgm.  per  100  ml.  The  urea 
nitrogen  was  27  mg.  per  100  ml.  Serum  electrolytes,  calcium, 
phosphorous  and  liver  function  tests  were  all  normal.  Serum 
proteins  and  serum  protein  electrophoresis  were  normal. 
A protein-bound  iodine  was  0.4  microgm.  per  100  ml.  A tri- 
iodthyronine  uptake  study  was  in  the  hypothyroid  range. 
A thyroid  radio-iodine  uptake  was  3.0  per  cent  after  two 
hours,  2.0  per  cent  after  six  hours  and  2.8  per  cent  after 
twenty-four  hours.  A repeat  thyroid  radio-iodine  uptake 
study  was  done  after  the  administration  of  10  units  of  TSH 
intramuscularly  for  four  consecutive  days.  This  showed  an 
uptake  o 3.2  per  cent  after  two  hours,  2.9  per  cent  after  six 
hours  and  2.0  per  cent  after  twenty-four  hours.  The  serum 
cholesterol  was  406  mg.,  fatty  acids  30.4  mg.  and  triglycerides 
14.4  mg.  per  100  ml.  morning  serum  cortisol  was  23 
microgm.  per  100  ml.  A twenty-four  hour  urine  which  meas- 
ured 750  ml.  revealed  7.59  mg.  of  17-ketosteroids  and  3.9  mg. 
of  ketogenic  steroids.  A normal  cpiantity  of  total  gonado- 
tropin by  mouse  uterine  assay  was  present  in  a twenty-four 
hour  urine. 

Kymography  demonstrated  a reduction  of  cardiac  ampli- 
tude in  all  regions  of  the  heart.  A carbon  dioxide  instillation 
study  of  the  heart  indicated  an  opaque  density  of  1.5 
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to  2 cm.  superior  to  the  margins  of  the  gas  contained  in  the 
region  of  the  right  auricle  compared  to  a normal  of  5 to  7 
mm.  at  this  site.  In  addition  a change  in  thickness  was 
demonstrated  when  the  patient  shifted  position.  This  study, 
therefore,  was  interpreted  as  demonstrating  a pericardial 
effusion.  He  was  discharged  from  the  hospital  on  June  24, 
1964.  Two  grains  of  dessicated  thyroid  daily  was  the  only 
medication  prescribed. 

On  August  24,  1964  at  an  office  visit  he  offered  no  sub- 
jective changes  other  than  the  skin  feeling  less  dry.  Examina- 
tion revealed  the  blood  pressure  to  be  120/80,  the  pulse  80 
and  regular  and  the  weight  171  pounds.  The  periorbital 
edema  and  facial  pallor  were  gone.  The  heart  tones  were 
more  audible.  The  relaxation  phase  of  the  lower  extrmity 
reflexes  were  now  quite  brisk.  An  electrocardiogram  shoived  a 
marked  increase  in  amplitude  of  all  complexes  with  normal 
upright  T waves  in  leads  I,  II  and  all  the  precordial  leads. 
A chest  x-ray  demonstrated  a striking  reduction  in  heart  size 
and  the  heart  was  normal  in  configuration.  The  transverse 
cardiac  diameter  was  now  13.4  cm.  and  the  transverse  intra- 
thoracic  diameter  was  30.0  cm.  The  hematocrit  had  risen  to 
43  per  cent,  the  protein-bound  iodine  to  4.8  microgm.,  while 
the  urea  nitrogen  had  fallen  to  21  mg.  per  100  ml.  He  has 
been  followed  periodically  and  was  last  examined  on  May  23, 
1966  at  which  time  he  weighed  158  pounds.  Whenever  he 
was  asked  if  he  felt  differently  since  the  institution  of  thyroid, 
the  answer  was  always  in  the  negative.  Yet  his  supervisor 
recently  communicated  with  us  and  indignantly  asked,  “What 
had  become  of  the  easy-going  man  who  once  worked  for 
him?” 

The  cardiac  changes  in  myxedema  heart  disease 
are  reported  to  occur  only  in  extreme  hypothy- 
roidism. All  parameters  of  thyroid  function  in  our 
case  demonstrated  almost  athyroidism.  It  is  clear 
that  the  initial  protein-bound  iodine  at  a private 
laboratory  was  erroneous  and  inconsistent  with 
the  clinical  picture.  The  failure  of  thyroid  stimu- 
lating hormone  to  increase  the  radio-iodine  uptake 
of  the  thyroid,  the  normal  total  gonadotropins  in 
the  urine  and  the  normal  serum  cortisol  level  indi- 
cated a primary  myxedema  state.  The  low  levels  of 
17-keto  and  ketogenic  steroids  were  noted  and  un- 
explained save  for  the  possibility  that  some  of  the 
urine  w'as  inadvertently  discarded  since  the  volume 
was  only  750  ml. 

The  criteria  for  the  diagnosis  of  myxedema  heart 
disease  as  described  by  Zondek^  were  certainly  met 
by  this  case.  These  included  the  marked  cardiac 
enlargement  with  feeble  heart  action  as  seen  by 
kymography  and  the  electrocardiogram  which 
showed  the  low  voltage  and  characteristic  T wave 
changes.  Most  convincing  were  the  dramatic 
changes  in  the  radiographic  picture  of  the  heart 
and  the  electrocardiogram  which  occurred  two 
months  after  thyroid  therapy  was  begun.  In  this 
interval  the  transverse  cardiac  diameter  decreased 
4.6  cm.  and  the  electrocardiogram  became  com- 
pletely normal.  Furthermore  no  other  type  of  heart 
disease  was  demonstrated. 

Most  authorities  feel  that  the  enlarged  heart  of 
myxedema  represents  a combination  of  cardiac  dila- 


tation and  pericardial  effusion.®’’^’®  The  effusion 
has  been  in  the  past  demonstrated  by  pericardial 
tap,  yet  aspiration  did  little  to  alter  heart  size.  The 
carbon  dioxide  study  indicated  pericardial  fluid  in 
our  case  but  it  was  elected  to  treat  with  thyroid 
alone  since  there  was  no  evidence  of  cardiac  tam- 
ponade. Nor  was  there  evidence  of  congestive  heart 
failure.  Heart  failure  was  manifested  in  13  of  17 
cases  reported  by  Fahr.^  Yet,  as  previously  stated, 
Lerman  et  aF  found  this  complication  rarely  pres- 
ent in  myxedema  heart  disease.  Gallagher^o  has 
attributed  this  infrequency  of  heart  failure  to  the 
low  level  of  activity  of  the  myxedematous  patient. 
Nevertheless  our  patient,  who  had  documented  car- 
diac enlargement  for  at  least  5 years,  had  main- 
tained a full  schedule  of  activity  without  symptoms 
or  signs  of  heart  failure.  It  may  be  more  reasonable 
to  conclude  that  for  overt  cardiac  decompensation 
to  occur  in  myxedema,  a concomitant  cardiac  dis- 
order must  also  be  present.  Certainly  in  the  older 
age  group  arteriosclerotic  heart  disease  in  a sub- 
clinical  form  may  be  difficult  to  recognize.  It  also 
follows  that  when  an  enlarged  heart  in  myxedema 
fails  to  decrease  in  size  after  thyroid  administra- 
tion, hypertensive  or  coronary  disease  may  be 
present. 

Therapy  in  our  case  was  initiated  with  2 grains 
of  thyroid  daily  despite  a more  cautious  approach 
advocated  by  many  to  use  small  doses  in  order  to 
avoid  cardiac  complications.^^' This  bold  treat- 
ment was  felt  justified  because  of  the  relatively 
young  age  of  our  patient,  the  extreme  hypothyroid 
state  and  the  lack  of  evidence  of  the  presence  of  any 
other  heart  disease.  Close  follow-up  of  his  cardio- 
vascular status  was  arranged  as  a precautionary 
measure  and  no  complications  of  therapy  were  en- 
countered. In  addition  to  a weight  loss  of  25  pounds 
to  date,  thyroid  alone  corrected  the  anemia  and 
normalized  the  urea  nitrogen.  The  latter  probably 
as  a result  of  improved  renal  blood  flow  secondary 
to  an  increase  in  cardiac  output.  The  fall  in  blood 
pressure  from  a hypertensive  range  has  been  pre- 
viously reportecF  and  may  in  part  be  due  to  a de- 
crease in  peripheral  vascular  resistance.  In  the  face 
of  all  these  physical  improvements  the  only  sub- 
jective change  was  a less  dry  skin,  although  a per- 
sonality change  was  obviously  seen  at  his  place  of 
employment.  Even  prior  to  therapy  the  paucity  of 
symptoms  of  hypothyroidism  was  impressive  and 
undoubtedly  contributed  to  the  delay  of  his  diag- 
nosis. This  was  probably  the  result  of  an  amazing 
adaptation  to  a slowly  developing  myxedema  state. 

Summary 

A case  of  myxedema  heart  disease  is  presented. 
The  criteria  for  the  diagnosis  of  this  entity  are 
discussed.  The  dramatic  response  to  thyroid  ther- 
apy is  described.  The  unusual  lack  of  symptoms  of 
myxedema  is  noted. 
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Critique  And  Cavil 

Tlie  assemblage  ol  contributions  on  hemophilia  (J.AMA  190:54f)-555  (Xov  9) 
19(i4)  merits  comment  since  it  directs  attention  to  the  great  progress  that  has  been 
made  in  reducing  the  hazards  of  surgical  procedttres  in  those  unlortnnate  enough 
to  have  the  disease.  By  way  of  ccjntrast  one  might  want  to  refer  to  some  historical 
accounts  of  hemophilia  in  early  America  (/  Hist  Med  17:342-.4h5,  19()2;  Arch 
Intern  Med  110:144,  1962,  Blond  19:24,3,  19(i2).  It  may  he  of  interest  to  list  here 
some  of  the  surgical  procedures  that  have  been  successfully  carried  out  in 
hemophiliacs,  as  they  have  been  reported  in  the  literature:  fidl-mouth  dental 
e.xtracticjns,  vagotomy  and  gastrojejunostomy,  Ramstedt  operation  for  pyloric 
stenosis,  subtotal  gastrectomy,  nephroureterectomy,  prostatectomy,  cholecystec- 
tomy and  choledoclujstomy,  excision  cjf  mandibular  tumor,  laminectomy,  craniec- 
tomy, leg  amputation  through  the  knee,  mid-thigh  amputation,  nudtiple  teno- 
tomies and  fasciotomies  in  a patient,  liip-joint  exarticidation,  aj)pendectomy, 
intestinal  resection,  and  mastoidectomy.  I here  is  a report  of  a hip  disarticulation 
that  was  performed  about  a month  before  the  case  included  in  the  above-men- 
tioned assemblage.  This  report  {JAMA  187:772  (March  7)  1964)  was  probably 
unknown  to  the  author  of  the  assemblage  case  when  he  labelled  his  as  the  second 
published  report  of  hip  disarticulation  in  a hemophiliac  who  survived  the  opera- 
tion. Much  of  the  reduction  in  ojjerati\e  mortality  and  morbidity  can  be  at- 
tributed to  improved  surgical  technicpies  and  elfective  adjuvant  therapy.  AHF- 
rich  plasma  fraction  is  generally  regarded  to  be  a most  jxitent  therapeuetic 
weaiton.  Peanut  extract,  aminocaproic  acid,  corticosteroids,  and  llavonoids  have 
been  reported  to  be  of  value.  No  benefits  from  llavonoids  have  been  rejtorted 
(JAMA  181:41  ([idy  7)  1962).— George  X.  I rindtle,  M.D. 
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Prospectus  For  Medical  Care-Twenty-first  Century 


1 1 The  bicentennial  of  the  Litchfield  County  Medi- 
; cal  Association  provides  the  occasion  both  for  re- 
assessment of  the  lessons  of  medical  history  and  for 
anticipation  of  the  continuous  changes  to  be  ex- 
pecteci  in  the  science  and  practice  of  medicine.  If 
the  life  and  work  of  the  Connecticut  practitioner  in 
1767  seem  now  to  be  charmingly  antiquated,  it  is 
even  more  likely  that  the  physician  of  2167  will 
read  our  present  reports  and  descriptions  with 
almost  total  incredulity. 

The  past  is,  indeed,  prelude— but  the  rate  of 
change  is  anything  but  constant.  As  medicine  ad- 
vances it  gathers  momentum;  the  changes  in  the 
past  two  decades  have  overshadowed  those  of  the 
previous  two  centuries.  In  the  relatively  short  inter- 
val before  the  turn  of  this  century,  even  more 
revolutionary  changes  are  to  be  expected  in  the 
structure  and  content  of  medical  care.  It  is  the  pur- 
pose of  this  brief  essay  to  suggest  the  possible 
nature  of  the  patterns  to  come  in  the  next  genera- 
tion, with  particular  attention  to  the  organization 
of  medical  care. 

No  projection  of  trends  in  medical  care  can  pos- 
sibly be  valid  apart  from  consideration  of  the 
changes  in  the  society  and  the  science  which  deter- 
mine the  role  of  the  health  services.  The  continu- 
ously evolving  equilibrium  between  the  two  affects 
the  characteristics  of  both  healers  and  patients,  the 
nature  and  distribution  of  disease,  and  the  organ- 
izational structure  within  which  the  physician 
functions.  The  trend  lines  discernible  today  will 
be  used  as  the  basis  for  the  interpolations  which, 
hopefully  can  tell  us  something  about  medical 
care  in  the  year  2000. 

Underlying  Assumptions 
THE  LARGER  SOCIETY 

Progress  in  health  service  as  in  any  social  effort, 
depends  directly  upon  the  underlying  political,  eco- 
nomic and  cultural  developments.  In  the  healing 
arts,  the  relationship  is  particularly  clear— and  so 
oriented  must  be  my  basic  assumptions  for  the 
future  of  medical  care.  These  are,  essentially  opti- 
mistic: a world  at  peace  and  free  from  the  harrow- 
ing threat  of  nuclear  destruction;  a political  system 
in  which  equal  opportunity  for  all  citizens  is  an 
‘ every-day  reality;  and  a society  dedicated  through 
1 rational  planning  to  the  steady  enhancement  of 
the  welfare  of  all  its  members.  Such  formulations 
are  presented  not  so  much  a declaration  of  personal 
bias,  but  rather  as  a statement  of  the  prerequisites 
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for  the  progress  which  scientific  and  social  advances 
now  make  possible  in  the  field  of  medical  care. 

Further  assumptions  must  be  presented  with 
respect  to  the  influencing  environment  of  medical 
care.  The  population  will  continue  its  demographic 
trends  toward  expansion  and  mobility.  Urbaniza- 
tion will  intensify,  with  ever  greater  interdepen- 
dence between  city  and  sustaining  countryside. 
Mechanization  and  automation  of  the  processes  of 
production  and  distribution  of  goods  and  services 
will  require  a redefinition  of  the  role  of  rational 
and  skilled  human  beings.  The  economy  will  be 
recognized  as  capable  of  underwriting  elimination 
of  poverty  (and,  with  it,  caste  distinctions) , as  it 
already  has  in  theory  with  respect  to  ignorance. 
Perhaps  then  the  next  item  on  the  agenda  will  be 
the  total  war  against  disease. 

THE  HYGIENE  OF  THE  ENVIRONMENT 

In  a society  so  devoted  to  the  well-being  of  its 
people,  the  practical  task  of  control  of  environmen- 
tal risks  to  health  can  be  enthusiastically  under- 
taken. Rapid  mass  transit  systems  will  significantly 
diminish  the  present  hazards  of  automobile  traffic, 
air  pollution  and  the  blight  of  the  inner  city.  The 
combination  of  scientific  knowledge  and  social  con- 
trol will  redeem  the  safety  of  water,  air,  food  and 
those  chemicals  prepared  for  general  use.  An 
affluent  society  will  have  learned  effective  methods 
of  regional  cooperation  in  local  government  and 
public  service— with  planned  community  develop- 
ment, decent  housing  and  recreational  facilities, 
and  esthetic  surroundings  for  family  life.  Modern 
nutritional  science  will,  at  long  last,  replace  fad- 
dism  and  profiteering  as  the  basic  influence  in  the 
eating  habits  of  the  population.  Items  for  cigarette 
smoking  will  be  preserved  in  museums  as  exhibits 
for  those  curious  about  the  self-destructive  foibles 
of  their  forebears. 

Peace  in  the  world  will  not  have  been  achieved 
without  removal  of  the  now  ominous  threat  of  radi- 
ation contamination  of  the  atmosphere.  As  a by- 
product of  crucial  importance  to  human  welfare, 
the  hazards  of  all  non-military  sources  of  radio- 
activity will  also  be  recognized  and  essential  con- 
trols invoked.  In  the  same  process,  the  needs  of 
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tommuiiity  will  be  accejited  as  of  higher  order  than 
those  of  individual  enterprise,  making  possible  the 
effective  containment  of  dangerous  chemical  and 
biological  by-products  of  industry  and  agriculture. 
Perhaps  most  importantly,  in  view  of  the  primary 
position  of  cardiovascidar  disease  in  the  rank  order 
of  causes  of  tleath  and  disability,  physical  activity 
will  he  re-introduced  into  normal  routine  of  the 
day. 

THE  MARCH  OF  MEDICAL  SCIENCE 

In  few  other  areas  of  human  endeavor  is  the 
phetiomenon  of  an  accelerating  rate  of  change  as 
evident  as  in  the  field  of  medical  science.  This  is 
not  the  occasion  for  detailed  projections  of  such 
theoretical  and  technical  advances,  hut  the  general 
assumption  mtist  he  clearly  stated  that  the  future 
organization  of  medical  care  will  reflect  iti  every 
aspect  the  explosion  in  medical  knowledge  and 
skill. 

Prevention  of  diseases  will  he  eidianced  by  steady 
progress  in  the  develojmient  of  vaccines  and  by 
further  advances  in  the  enhancement  of  biological 
defense  mechanisms,  particularly  in  relation  to 
tumor-producing  and  respiratory  disease  viruses 
and  to  such  intermediate  organisms  as  the  myco- 
plasma group.  The  twin  bacterial  menaces  of  strep- 
tococcus and  staphylococcus  will  he  contained  by 
environmental  controls  and  immunizing  agents, 
with  a similar  vista  for  the  |)ersistent  plagues  of 
malaria,  tuberculosis  and  venereal  disease.  Diseases 
now'  incurable,  such  as  diabetes  and  rheumatoid 
arthritis,  will  become  potentially  preventable  as  re- 
search in  genetic  transmission  and  immune  re- 
sponses jjrogresses. 

Knowledge  of  preventive  hygiene  w'ill  be  applied 
regularly  at  critical  stages  in  the  life  ])iocess:  in- 
fancy, school  starting  times,  menarche,  pre-marital, 
prenatal  and  post-partum  periods,  initially  and 
periodically  in  relation  to  occupation,  and  at  retire- 
ment. I’he  principles  of  health  maintenance,  so 
clearly  proven  in  relation  to  well  child  and  mater- 
nity care,  will  be  adapted  for  application  to  the 
other  stages  of  life.  New'  work  in  the  understanding 
of  nutritional  adetpiacy  in  the  preconceptual  life 
period  will  enhance  the  biological  quality  of  the 
new’born.  Not  the  least  important  in  this  context 
W’ill  be  that  of  voluntary  family  planning,  freely 
available  to  all  segments  of  society,  based  upon 
pharmacological  control  of  the  fertilization  process. 

Early  detection  of  disease  w'ill  remain  the  neces- 
sary basis  of  clinical  therapy  until  that  happy 
though  still  distant  day  when  the  known  diseases 
are  effectively  prevented. 

7'he  approach  to  such  early  detection  w’ill  be 
organized,  periodic,  applied  to  large  poj)ulation 
groups,  and  related  to  know'n  exposure  to  risk  in 
advance  of  the  appearance  of  manifestations  of 


active  di.sea.se.  The  present  techniques  of  multiple 
mass  screening  for  “preclinical”  stages  of  specified 
disorders— such  as  lung  disease,  diabetes  and  anemia 
—will  be  extended,  automated,  and  applied  with 
ap]iropriate  content  to  all  segments  of  the  popu- 
lation at  the  critical  life  jxiints  suggested  above 
and  to  selected  groups  at  and  during  the  periods  of 
exposure  to  special  environmental  risks.  Specific 
laboratory  screening  measures  will  be  available  for 
ischemic  vascular  disease,  e.ssential  hypertension, 
various  forms  of  malignancy,  renal  and  hepatic  dys- 
function, and  certain  mental  disorders.  The  tech- 
niijues  of  electronic  graphing,  radioactive  scanning, 
cytological  examination  of  body  tissues  and  secre- 
tions, and  automated  biochemical  analysis  will  be 
W'edded  to  those  of  standardized  recording  of  jihysi- 
cal  measurements— all  programmed  for  processing 
and  charting  by  the  latest  “generation”  of  com- 
piitors,  as  aids  to  increased  effectiveness  in  the  early 
discovery  of  asymptomatic  disease. 

Dramatic  advances  w'ill  take  place  in  the  fields  of 
clinical  diagnosis  and  therapy.  Refined  diagnostic 
methoils  will  be  available  with  respect  to  the  major 
groups  of  vascidar  and  neoplastic  disease.  The  re- 
sults of  laboratory,  radiological  and  clinical  case 
study  will  be  digested,  compared  and  analyzed  elec- 
tronically as  the  basis  for  the  physicians’  interpre- 
tation of  causation,  management  needs  and  jirog- 
nosis.  Drug  therapy  will  be  rea.sonably  effective  for 
the  control  of  many  physiological  aberratioirs— as 
in  hypercholesterolemia,  angina,  hypertension  and 
excessive  autonomic  nervous  system  activity.  Elec- 
tronic monitors  w'ill  detec  t and  mobilize  the  appro- 
jjriate  emergency  measures  in  units  designed  for  the 
intensive  care  of  most  life-threatening  disorders, 
basic  victories  w'ill  be  won  in  the  clinical  manage- 
ment of  hypersensitivity,  oliguria  and  burns.  Bar- 
riers to  successful  organ  replacement  w'ill  be  over- 
come, radiant  energy  adapted  to  a w'ide  variety  of 
uses,  effective  control  made  possible  in  surgery  w'ith 
respect  to  hemostasis,  hypoxia  and  shock. 

T he  gains  registered  in  the  fields  of  rehabili- 
tation W'ill  be  spectacular.  The  application  of  re- 
habilitative jtrinciples  and  procedures  will  be  an 
accepted  j)art  of  the  management  of  patients  in 
early  stages  of  active  disease,  as  w'ell  as  in  the  post- 
acute aftermath  of  disabling  conditions.  Ibider- 
standing  of  the  reepurements  of  neuro-muscular  re- 
training will  lead  to  the  restoration  of  effective 
function  in  a w'ide  variety  of  disorders.  Electroni- 
cally operating  prosthetic  devices,  often  under 
micro-computer  control,  will  closely  simulate  the 
function  of  the  replaced  body  parts.  Current  leads 
in  the  improvement  of  imjiaired  memory  w’ill  en- 
hance the  mental  function  of  older  patients.  In 
partnership  with  bio-engineers,  vocational  special- 
ists, clinical  psychologists  and  educators  of  many 
different  kinds,  the  social  and  occupational  restora- 
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tion  of  disabled  individuals  will  be  widely  ex- 
tended. 

Psychological  and  personal  aspects  of  patient  care 
will  reflect  the  ferment  now  underway  in  our  un- 
derstanding of  human  perception,  motivation  and 
behavior— especially  in  the  crucial  early  years  of 
growth  and  maturation.  Medical  care  will  relate, 
in  the  first  instance,  to  the  person  expressing  the 
complex  of  dysfunction  or  disability,  and  to  the 
pertinent  asjrects  of  his  life  setting— and  only  in 
such  context  to  the  specialized  problems  of  the 
resulting  pathology. 

The  unfolding  knowledge  of  genetics  will  make 
possible  the  containment  of  certain  transmissible 
and  now  incurable  disorders,  and  will  open  ex- 
citing vistas  for  enhancement  of  the  genetic  code. 
High  quality  germ  cell  banks  will  bring  new  poten- 
tialities to  the  field  of  artificial  insemination. 

All  such  aspects  of  scientific  progress  will  place 
new  power  and  new  responsibilities  in  the  hands 
of  both  the  health  professions  and  society  itself. 
Formidable  problems  of  ethics  and  policy  will  re- 
quire a re-examination  of  traditional  codes— in  the 
interests  of  the  patient  and  the  community  as  well 
as  the  health  professions. 

CHANGES  IN  THE  PATTERN  OF  DISEASE 

As  a result  of  the  many  alterations  in  the  social 
and  physical  environment,  in  the  characteristics  of 
the  population,  and  in  the  effectiveness  of  medical 
care,  significant  change  will  also  occur  in  the  nature 
and  distribution  of  disease.  Differences  in  natality 
and  mortality  rates  among  various  socio-economic 
segments  of  the  population  will  narrow  and  dis- 
appear. The  control  of  the  more  common  patho- 
gens will  give  rise  to  new  and  now  exotic  infectious 
diseases,  bringing  new  responsibilities  to  future  re- 
search scientists  and  clinicians.  The  extensive  use 
of  synthetic  chemicals  in  food,  clothing,  cosmetics, 
pharmaceuticals,  industrial  processes  and  office  and 
home  appliances  will  produce  more  frequent  sensi- 
tivity reactions.  Advances  in  clinical  medicine,  new- 
born pediatrics  and  obstetrics  will  allow  the  sur- 
vival and  reproduction  of  an  increased  number  of 
patients  with  familial  and  congenital  disorders. 
The  prolongation  of  life  will  continue  to  permit 
the  development  of  chronic  metabolic  and  neo- 
plastic disease,  despite  the  technical  advances  in 
early  diagnosis  and  clinical  treatment.  New  pat- 
terns of  accident  will  be  a concomitant  of  the 
changing  order;  exposure  to  radiant  energy,  super- 
sonic speed  phenomena,  space  abnormalities,  and 
the  like. 

The  most  perplexing— and  persistent— of  the  dis- 
ease problems  to  be  anticipated  is  that  still  un- 
labelled disorder  of  life  which  results  from  the 
fragmentation,  frenzy,  insecurity  and  alienation  of 
the  human  condition  in  an  increasingly  mechan- 


ized and  synthetic  society.  As  urban  and  industrial 
“progress’  continue  both  to  liberate  and  to  atomize 
the  individual,  disorders  of  social  function  will 
complicate  those  of  degenerative  physiological 
processes.  A primary  task  of  health  service  will  thus 
be  to  promote,  somehow,  the  integration  of  the 
person  and  the  humanizing  of  his  environment. 

With  changes  in  the  setting,  the  subjects,  the 
problems  and  the  resources,  the  content  of  medical 
practice  must  and  will  be  radically  altered.  It  re- 
mains now  to  consider  the  inevitable  changes  to  be 
anticipated  in  the  structure  of  the  medical  care 
system  itself. 

The  Organization  Of  Medical  Care 

Projections  for  year  2000  with  respect  to  the 
organization  and  financing  of  medical  care  must,  in 
the  opinion  of  this  writer,  involve  more  in  the 
way  of  evolution  of  presently  discernible  trends 
than  wholly  new  forms  and  concepts.  The  prognos- 
tications presented  here  are  based  iqron  the  assump- 
tions of  social  and  medical  change  stated  above. 
The  picture  which  emerges,  it  must  be  stressed,  is 
one  of  prediction  rather  than  personal  preference. 

GENERAL  FORMULATIONS 

Certain  general  statements  may  help  to  set  the 
scene.  The  ascendency  of  those  disorders  which 
have  in  common  the  characteristics  of  multiple  eti- 
ology, chronicity,  and  functional  impairment  will 
require  the  merging  in  practice  of  preventive,  thera- 
peutic and  rehabilitative  medicine.  Of  necessity, 
the  social  agencies  now  responsible  for  public 
health,  clinical  medicine,  and  extended  care  will 
operate  in  closely  integrated  fashion.  The  com- 
plexity of  the  biological  and  social  sciences  as  they 
will  continue  to  develop  will  require  the  team  ap- 
proach to  health  service,  the  joint  use  of  sophisti- 
cated equipment  in  specially  designed  facilities, 
and  the  application  of  more  efficient  techniques  of 
administration  and  financing.  The  maintenance  of 
optimum  levels  of  function  and  comfort,  with  or 
without  the  presence  of  continuing  chronic  dis- 
orders, will  replace  cure  of  acute  disease  or  ameliora- 
tion of  active  symptoms  as  the  primary  goal  of  the 
health  professions. 

In  recognition  of  the  central  role  of  the  family 
unit  in  the  local  community,  basic  health  services 
will  be  family-centered  and  decentralized.  The 
other  side  of  this  coin  will  be  centralized  facilities 
for  those  complicated  special  resources  needed  in 
support  of  the  outlying  basic  services. 

Finally,  the  principle  will  be  accepted  for  medi- 
cal care,  as  it  has  for  education  and  sanitation,  that 
basic  policy  control  must  be  vested  in  the  demo- 
cratic and  concerned  community  rather  than  in  the 
professionals  who  provide  the  desired  services.  The 
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latter,  on  the  other  hand,  will  retain  control  of 
professional  and  scientific  arrangements  and  will 
continue  to  assume  responsibility  for  the  idtimate 
quality  of  the  services  rendered. 

THE  HEALTH  SERVICE  TEAM 

The  basis  for  effective  medical  care  in  any  setting 
is  personalized,  continuous  and  unified  responsi- 
bility for  the  patient,  ideally,  this  role  should  be 
played  by  a physician  trained  to  provide  such  holis- 
tic service  and  motivated  toward  the  protection  of 
optimum  function  for  the  individual.  Unfortu- 
nately, in  light  of  trends  discernible  in  196(),  few 
such  jjhysicians  can  be  projected  for  the  years  past 
2000— unless  radical  steps  are  taken  now  to  modify 
the  onrush  toward  sub-specialization  and  “tech- 
nocracy” in  medicine.  If  health-oriented  physicians 
are  trained  to  function  in  close  liaison  with  other 
health  personnel,  personalized  medical  care  of 
patients  will  persist  and  be  strengthened  in  the  year 
2000.  If  not,  new  forms  of  primary  care  will  emerge 
in  answ'er  to  the  undeniable  need  for  a unifying 
agent  in  family  health  maintenance. 

'rite  core  unit,  at  the  family  care  level,  will— in 
the  expected  latter  case— contain  a new  type  of 
health  worker,  rejtresenting  a mixture  of  the  func- 
tions of  general  jtractitioner,  public  health  nurse, 
social  worker  and  clinical  assistant.  This  individual 
— yet  to  be  jiioperly  named  — will  be  specially 
trained  in  a two  or  three  year  course  at  the  post- 
bachelor level  and  will  function  under  medical 
supervision  in  the  areas  of  health  maintenance, 
preventive  medicine,  periodic  screening,  manage- 
ment of  common  and  uncomplicated  disorders,  con- 
valescent and  extended  care,  and  the  like. 

This  generic  health  worker  will  be  supported  by 
broad-gauged  internists  and  pediatricians,  who  will 
represent  the  link  between  hospital  and  health 
center  and  will  be  the  source  of  referral  to  the 
various  medical  specialists  in  the  more  central 
echelons  of  service.  Specially  cpialified  ]jublic 
health  nurses,  social  workers  and  rehabilitation 
therapists  will  complete  the  health  team.  Inqdicit 
in  this  projected  pattern,  of  course,  is  the  virtual 
disappearance  of  the  general  medical  practitioner 
and  the  inclusion  of  internist  and  pediatrician 
among  the  ranks  of  referral  and  consulting  spe- 
cialists—a development  already  discernible  in  1966. 

Specialty  practice  will  involve  a growing  major- 
ity of  professionally  traitied  physicians.  They  will 
be  essentially  hospital-based,  working  in  support  of 
the  basic  team  in  the  community  health  unit  and  of 
the  special  personnel  in  affiliated  long-term  care 
facilities.  New  specialties  will  emerge  in  accordance 
with  the  advancitig  frontiers  of  medical  science- 
in  bio-engineering,  tissue  transplantation,  and 
tumor  chemotherapy,  for  example  — while  such 
established  consultants  as  epidemiologists,  biometri- 


cians, and  psychiatrists  will  be  more  effectively 
utilized. 

THE  MEDICAL  CARE  FACILITY 

T he  setting  for  family-oriented,  local  health  ser- 
vice will  be  the  community  health  center,  staffed  as 
indicated  above  by  the  basic  health  team,  and  pro- 
voding  a continuum  of  protective  health  services 
including  preventive  care,  primary  treatment  of 
disease,  para-medical  supportive  services,  and  re- 
sponsibility for  arranging  necessary  medical  special- 
ist care.  Such  local  health  centers  will  be  located  in 
the  residential  and  employment  areas  of  the  com- 
munity, designed  for  the  particular  functions  de- 
scribed, and  flexibly  planned  for  service  to  popula- 
tion groups  of  10,000  to  20,000  individuals.  These 
local  facilities  will  relate  administratively  and 
functionally  to  the  general  hospitals  and  special- 
ized medical  institutions  in  the  regionalizecl  com- 
plexes described  below.  The  community  health 
center  will  serve  as  the  base  from  which  coordi- 
nated home  care  sendees  will  be  provided  to  the 
chronically  ill  or  incapacitated  patients  not  in 
need  of  institutional  supervision. 

THE  REGIONAL  COMPLEX 

Emerging  naturally  from  the  interdependence  of 
these  echelons  of  health  service  will  be  the  con- 
sciously planned  and  jointly  administered  regional 
medical  care  complex.  In  each  of  the  areas  of  the 
country  characterized  by  a commonality  of  geog- 
rajjhy,  communications,  economic  relationships, 
and  medical  service  tradition,  a formal  affiliation 
program  will  involve  at  least  one  teaching  medical 
center,  a secondary  orbit  of  general  hospitals  and 
affiliated  sjjecialty  institutions,  and  a periphery  of 
community  health  centers.  Unified  regional  plan- 
ning and  management  will  permit  efficiencies  and 
economies  of  administration,  a two-way  flow  of 
patient  care  services,  and  a coordinated  system  of 
training  at  all  levels  of  professional  and  technical 
experience. 

The  Financing  Of  Medical  Care 

By  the  year  2000,  the  potentialities  of  the  current 
methods  of  payment  for  medical  care  in  the  United 
States  will  have  been  thoroughly  tested  and  com- 
pared with  the  experiences  of  other  nations.  Medi- 
cal care  betiefits  under  the  national  social  security 
system  will  have  been  extended  to  wider  segments 
of  the  population  and  will  have  covered  more  of 
the  spectrum  of  health  service  needs.  Increasing 
public  subsidy  and  regulation  of  voluntary  pre- 
payment plans  will  have  established  minimum 
standards  and  a certain  uniformity  of  operation. 
Public  welfare  benefits  will  have  been  made  avail- 
able to  most  of  the  medically  indigent  in  the  popu- 
lation, while  the  requirements  for  federal  appro- 
priations will  have  minimized  the  differences 
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among  the  various  states.  As  a result,  within  the 
next  decade,  most  of  the  population  will  be  so  in- 
volved rvith  publicly  supported  medical  care  that 
a national  financing  system  will  emerge  with  mini- 
mum controversy  as  a logical  method  of  coordina- 
tion and  efficiency. 

The  overall  structure  will  be  that  of  a nationally 
financed  program  based  on  a combination  of  social 
insurance  and  tax  funds.  Federal  responsibilities, 
in  addition  to  those  of  financing,  will  entail  estab- 
lishment of  minimum  standards,  planning  and 
evaluation  of  program,  and  support  of  training  and 
construction  aspects  of  the  health  service.  Admin- 
istrative and  organizational  authority  will  be  dele- 
gated to  the  regional  complexes,  with  appropriate 
flexibility  and  allowance  for  regional  and  local 
differences.  The  essential  unit  of  service  will  be  the 
community  health  center  and  the  general  hospital 
to  which  it  is  related.  Health  service  personnel,  in- 
cluding physicians,  will  be  reimbursed  on  a flexi- 
ble annual  income  basis,  administered  at  the  re- 
gional level,  with  strong  representation  of  profes- 
sional interests  in  the  determination  of  reimburse- 
ment rates.  Individual  incomes  will  reflect  peer 
group  recommendations,  considering  quality  of 
performance,  assumption  of  responsibility,  training 
and  seniority.  Prerequisites  will  include  regular 
vacation,  provision  for  sickness  and  disability,  re- 
tirement benefits,  professional  insurance,  and  edu- 
cational leave. 

Medical  care  benefits  under  the  national  system 
will  be  comprehensive  and  free  of  co-insurance  and 
deductible  features.  Medical  audit,  utilization  re- 
view procedures,  and  other  professional  measures 
of  quality  control  will  reflect  the  importance  given 
to  the  standards  as  well  as  the  scope  of  the  service 
benefits. 

Implications  Of  These  Trends 

The  trends  toward  effectiveness,  complexity  and 
expensiveness  in  medical  care  make  inexorable  the 
development  of  a highly  structured  future  system 
of  health  service  organization  in  this  country. 
Powerful  new  tools  will  be  placed  at  the  disposal 
of  the  medical  and  allied  professions,  while  — 
simultaneously— the  changing  nature  of  society  will 
produce  disease  patterns  not  wholly  responsive  to 
purely  medical  therapies. 

Such  developments  are  interdependent  and  pose 
new  and  profound  questions  for  society  and  its 
health  workers.  How  can  the  needed  rationalization 


of  the  medical  care  system  be  humanized,  be  kept 
flexible,  be  made  supportive  to  the  sick  and  the 
frightened?  How  can  health  service  influence  the 
re-synthesis  of  the  individual  in  his  family  and 
community  setting?  What  ethical  precepts  are 
needed  to  guide  our  use  of  the  products  of  biologi- 
cal and  technological  research?  How  will  the  now- 
widening  science-service  gap  be  closed? 

A wholly  accurate  forecast  of  the  medical  shape 
of  things  in  the  next  century  is  impossible  until 
such  issues  are  resolved. 

Summary  And  Conclusions 

The  major  features  of  the  system  of  nredical  care 
which  have  been  projected  for  the  21st  century  can 
be  anticipated  as  logical  consequences  of  those 
changes  in  science  and  society  which  are  clearly 
manifest  in  1966  and  which,  in  turn,  have  been  en- 
gendered by  the  events  in  and  around  American 
medicine  since  the  1767  founding  of  the  first  local 
medical  society.  The  evolution  of  our  economy  and 
political  structure,  the  urbanization  and  mechani- 
zation of  our  society,  the  onrush  of  science  and 
technology,  the  resulting  changes  in  the  patterns 
of  health  and  disease  among  our  people— all  com- 
bine to  alter  the  form  and  the  structure  of  medical 
care. 

As  medical  science  becomes  ever  more  complex 
and  specialized,  and  as  public  demand  for  more 
and  better  health  service  becomes  national  policy 
and  program,  the  pattern  to  be  anticipated  in  the 
next  century  is  possible  of  delineation.  Its  cardinal 
elements  are  those  of  the  health  service  team  in 
the  local  community  health  center,  the  coordinated 
network  of  medical  care  facilities  in  the  regional 
complex,  and  the  system  of  financing  through  social 
insurance  and  tax  funds  on  the  national  level.  Its 
major  characteristics  include  the  merging  of  pre- 
ventive, curative  and  rehabilitative  medicine,  the 
emphasis  upon  family  health  maintenance,  and  the 
emergence  of  a new  prototype  of  community  health 
worker  as  a core  element  in  the  basic  health  team. 

In  2167,  as  in  1967  and  in  1767,  the  most  sig- 
nificant advances  in  the  health  of  the  population 
will  be  made  through  control  of  the  human  en- 
vironment, organized  disease  prevention,  prompt 
treatment  of  active  illness,  and  long-term  support 
of  chronic  and  disabling  disorders.  These  goals,  as 
always,  will  require  the  continuous  partnership  of 
science,  community  and  medicine  in  the  interest  of 
the  human  welfare. 
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An  Evaluation  Of  Intraperitoneal  Sodium  Cephalothin 

Ira  S.  Goldenberg,  M.D.,  A.  Griswold  Bevin,  M.D.,  Andrew  J.  Graham,  M.D. 


■ I'he  intraperitoneal  use  of  antibacterial  agents 
for  prophylaxis  and  thera|jy  has  a relatively  mod- 
ern history  with  interest  in  this  topic  periodically 
renewed  as  new  antibiotics  are  developed.  The  sur- 
geon dealing  with  a normally  contaminated  gastro- 
intestinal tract  during  an  elective  operation  is 
keenly  aware  ()f  the  aftermath  of  spill  of  intestinal 
contents  into  the  peritoneal  cavity  during  opera- 
tion. Technitpies  of  performing  closed  gastro- 
intestinal anastamoses  were  favored  a few  years  ago 
to  obviate  this  problem  while  somewhat  later  pre- 
operative bowel  preparation  was  developed  for 
open  anastamoses  utilizing  purgatives  and/or  {X)or- 
ly  absorbed  antibacterial  agents.  More  recently, 
parenteral  antibiotics  have  allowed  the  surgeon 
greater  latitude  and  the  possibility  of  contamina- 
tion at  operation  is  less  feared  than  in  the  ]tast. 
Nonetheless,  in  spite  of  careful  preoperative  prep- 
aration and  surgical  technique,  contamination  does 
occur  during  elective  operations  and  may  be  the 
prelude  to  j)eritonitis  or  generalized  sepsis.  Even 
the  biliary  tract  harboring  local  residual  infection, 
especially  when  obstruction  is  present,  may  be  the 
precursor  of  peritonitis  after  bile  spill. 

Idle  risk  of  infection  is  obviously  enhanced  dur- 
ing emergency  procedures  following  abdominal 
trauma  or  for  diseases  associated  with  peritoneal 
soiling  such  as  appendicitis  or  diverticulitis.  The 
latter  are  often  accompanied  by  perforation  of  the 
bowel  with  local  or  generalized  jieritonitis  which 
may  precede  a corrective  operation  by  many  hours 
or  even  days,  while  the  developing  systemic  effects 
may  increase  markedly  the  o])erative  risk  in  such 
emergency  patients. 

Initial  interest  in  “sterilization”  of  the  peritoneal 
cavity  in  patients  with  jjeritonitis  tleveloped  in  the 
early  1900’s  when  sterile  water  lavage  w’as  intro- 
duced. .Several  years  later,  physiological  saline  was 
substituted  and  this  method  has  remained  popular 
to  the  present  time  since  it  acts  mechanically  to  re- 
move or  dilute  the  effect  of  bacteria,  bacterial 
toxins,  chemical  irritants  and  foreign  material  such 
as  feces.  In  the  1940’s  reports  were  j^ublished  ex- 
tolling the  efficacy  of  intraperitoneal  sulfonamides 
for  patients  whth  perforated  appendicitis  and  these 
prompted  other  investigators  to  evaluate  many 
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sulfa  jireparations  in  a wdde  variety  of  experimen- 
tal and  clinical  situations.  As  the  decade  closed, 
however,  the  value  of  intraperitoneal  sulfonamides 
was  questioned  and  the  popularity  of  this  therapy 
w'aned.  The  development  of  antibiotics  initiated  a 
new  era  and  it  was  logical  that  these  should  be  used 
to  combat  peritonitis,  but  the  intraperitoneal  use 
of  jjenicillin,  streptomycin  and  the  tetracyclines 
never  became  generally  accepted.  The  saga  of  intra- 
peritoneal neomycin  is  w’ell  known  to  all  surgeons 
and  is  an  excellent  example  of  pharmaco-physio- 
logical  detective  work  in  demonstrating  the  poten- 
tiation of  the  drug  as  a neuromuscidar  blocking 
agent  when  used  in  conjunction  with  ether  or  tl- 
tid)ocurarine  chloride.  In  the  most  recent  past, 
kanamycin  has  been  advocated  by  many  surgeons  as 
the  ideal  agent  for  intraperitoneal  application  and 
has  had  widespread  acceptance. 

Ihilization  of  powerful  antibacterial  agents  to 
eliminate  organisms  locally  is  a most  attractive 
thesis,  but  several  criteria  as  outlined  by  CohiA 
must  be  aj>plied  to  such  agents  for  use  in  the  sensi- 
tive peritoneal  cavity.  The  drug  must  be  effective 
against  a wide  range  of  bacteria  normal  for  the 
gastrointestinal  tract  as  well  as  some  of  those  less 
frequently  encountered,  e.g.  Clostridia  and,  in  addi- 
tion, inflammatory  reaction  with  the  peritoneum 
must  be  minimal.  If  absorbed  from  the  peritoneal 
cavity  into  the  systemic  circulation,  an  ideal  prep- 
aration would  produce  no  systemic  reaction,  al- 
though such  absorption  might  be  a dividend  in 
itself  by  prolonging  the  drug  effect  against  the 
organisms. 

Materials  And  Methods 

This  is  a report  of  the  clinical  use  of  intraperi- 
toneal sodium  cephalothin,  a potent  antibacterial 
drug  prepared  from  the  fungus,  Cephalosporium 
ncremunium  which,  like  penicillin,  acts  to  inhibit 
bacterial  cell  w'all  synthesis.-  I'he  spectrum  of  bac- 
teria .sensitive  to  cephalothin  ranges  widely  and  in- 
cludes both  gram-positive  and  gram-negative  organ- 
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’isms.  Pseudomonas  is  uniformly  resistant  to 
cephalothin  as  are  some  enterococci.  In  animal 
studies,  irritation  of  the  peritoneum  causing  adhe- 
sions resulted  from  its  use  in  powder  form  and  also 
in  solutions  greater  than  25%  concentration. 
Cephalothin  displays  the  interesting  property  of 
clearing  from  the  serum  of  patients  with  renal 
failure  by  as  yet  undetermined  mechanisms  prob- 
ably related  to  hepatic  metabolism. 

A total  of  62  patients  admitted  to  the  Univer- 
sity General  Surgical  Service  of  the  Yale-New 
Haven  Medical  Center  with  a variety  of  intra- 
abdominal disease  requiring  65  surgical  procedures 
(elective  and  emergency)  were  evaluated.  Inclusion 
of  the  patient  was  based  on  the  actual  or  potential 
contamination  of  the  peritoneum  originating  from 
I the  basic  disease  process  or  the  organ  to  be  re- 
sected. Patients  were  classihed  before  operation 
according  to  overall  clinical  status  as  good,  fair  or 
poor.  In  emergency  patients,  this  arbitrary  status 
delineation  was  based  primarily  on  evaluation  of 
the  degree  of  reactioir  to  the  peritoneal  irritation 
present,  and  the  other  criteria  of  appraisal  included 
physical  examination  of  the  abdomen  and  the  de- 
gree of  systemic  response  to  the  peritonitis  as  evi- 
denced by  temperature  elevation,  the  level  of  leuko- 
cytosis with  differential  count,  etc.  In  both  emer- 
gency and  elective  patients,  underlying  acute  or 
chronic  dysfunction  of  cardiovascular,  respiratory, 
renal  or  hepatic  systems  was  also  evaluated  and  coir- 
tributed  to  the  final  preoperative  status  designa- 
tion. 

Many  of  the  patients  in  fair  or  poor  categories 
received  parenteral  antibiotics  before,  during  or 
after  operation  and  it  was  recognized  that  such 
therapy  complicates  evaluation  of  the  intraperi- 
toneal  cephalothin.  Exclusion  of  such  patients, 
however,  is  impractical  for  a study  of  this  type  and, 
in  addition,  it  was  felt  that  precisely  these  very  ill 
patients  might  benefit  most  from  the  intraperito- 
neal  cephalothin. 

Powdered  sodium  cephalothin  was  dissolved  in 
50  to  1500  cc.  of  0.9%  saline  solution  to  make  a 
final  drug  concentration  of  0.3  to  4.0%.  The  major 
portion  of  a fresh  preparation  was  instilled  into  the 
peritoneal  cavity  at  the  time  of  peritoneal  closure 
and  the  remaining  portion  was  used  for  lavage  of 
the  wound  just  prior  to  and  during  subcutaneous 
closure  in  many  patients. 

All  patients  were  carefully  evaluated  postopera- 
tively  for  the  presence  of  possible  infection  as  indi- 
catecl  by  temperature  elevation,  level  of  leukocytes 
(including  differential  count) , condition  of  the 
surgical  wound  and  any  evidence  of  local  or  sys- 
temic sepsis.  In  addition,  many  patients  were 
evaluated  for  evidence  of  toxic  or  allergic  reactions 
to  the  cephalothin  by  urinalysis  and  determination 
of  blood  urea  nitrogen  as  well  as  liver  function 


parameters,  with  comparison  of  these  values  to  the 
preoperative  determinations  when  available. 

Information  is  incomplete  regarding  the  spec- 
trum of  bacteria  encountered  during  the  operations 
performed.  Suspect  material  was  cultured  in  pa- 
tients where  purulence  was  found  at  operation, 
but  for  most  elective  operations,  such  data  was  not 
available. 

The  ultimate  standard  for  evaluation  of  the 
intraperitoneal  use  of  any  preparation  would  rea- 
sonably be  one  of  the  degree  of  prevention  of  post- 
operative complications  associated  with  bacterial 
infection,  assuming  no  untoward  systemic  effects 
of  the  drug.  Such  an  end  point  was  utilized  in  the 
present  study  although,  as  mentioned  above,  it  is 
recognized  that  coincidental  parenteral  antibiotic 
therapy  could  have  affected  patient  response. 

Results 

The  distribution  of  patients  studied  by  the  type 
of  operation,  use  of  parenteral  antibiotics  and  post- 
operative complications  is  summarized  in  Table  1. 
Seven  complications  occurred  which  could  be  asso- 
ciated with  infection.  Three  patients  developed 
gram-negative  septicemia:  1)  a 68-year  old  woman, 
in  fair  preoperative  condition  recovered  without 
residual  problems  following  exploration  of  the 
common  bile  duct  and  performance  of  cholecysten- 
terostomy  for  obstructing  carcinoma  of  the  ampulla 
of  Vater;  2)  a 69-year  old  man,  in  poor  preopera- 
tive condition,  succumbed  to  the  septic  problem  fol- 
lowing cecostomy  performed  for  adhesion  obstruc- 
tion of  the  proximal  colon;  and  3)  a 79-year  old 
woman  admitted  with  generalized  peritonitis  of 
4 days’  duration  underwent  emergency  colostomy 
after  the  distal  colon  was  found  to  be  perforated  at 
exploration  and  the  preoperative  septic  course  con- 
tinued after  operation.  This  patient  died  despite 
massive  antil)iotic  therapy.  The  last  2 patients  re- 
ceived antibiotics  preoperatively.  The  surviving 
patient  received  no  parenteral  antibiotics  post- 
operatively  until  the  sepsis  developed,  while  the 
patients  who  died  were  receiving  antibiotics  at  the 
time  the  sepsis  proved  fatal. 

Two  additional  patients  developed  wound  infec- 
tions after  appendectomy  both  of  whom  had  frank 
purulence  at  operation.  Preoperative  antibiotics 
had  not  been  given  but  were  administered  to  both 
of  these  patients  postoperatively. 

Minor  wound  infections  developed  in  2 patients 
who  had  colon  procedures  performed.  The  first  was 
a 14-year  old  girl  who  had  gunshot  perforations  of 
the  colon  followed  by  colectomy  and  colostomy  who 
received  antibiotics  before,  during  and  after  opera- 
tion. The  second  patient  was  a 66-year  old  female 
who  while  receiving  parenteral  antibiotics  after  ab- 
dominoperineal colon  resection  for  carcinoma  was 
noted  to  have  a minimal  wound  infection. 
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Tabi.f,  I 

I’A  I II-NT  SlIMMARV 


OIMRAITON 

PRLOPFRAI IVE 
CONDI  I ION 
(NO.  OF  ITS.) 
(;OOI)  FAIR  POOR 

PREOPERATI\  E 
AMTBIO  I ICS 

(no.  of  its.) 

POSIOPERAITVE 
AN  1 IBIOTTCS 

(no.  of  its.) 

COMPLICAIIONS  OF  INFECTION 
(see  IEXT  Al^O) 

Emergency” 

0 

5 

3 

7 

Gram-negative  sepsis— 2 pts. 

COLON 

Elective'’ 

3 

7 

5 

5 

8 

Wound  infection— 1 pt. 

AITENDI-XTOMY 

1 1 

9 

0 

0 

0 

^\’ound  infection— 2 pts. 

SMALL  liOWLI. 

Emergency” 

9 

1 

1 

2 

4 

0 

Emergency'' 

1 

2 

3 

1 

5 

0 

STO^fACH*ESOI*^A(;lIS 

Elective' 

9 

9 

0 

1 

3 

0 

ABDO.MINAL  IRAtl.M.V' 

9 

0 

3 

1 

5 

Wound  infection— 1 pt. 

MISCELLANEOUS 

Elective® 

9 

1 

1 

0 

2 

0 

Emergency'' 

0 

1 

0 

0 

1 

0 

HILIARV 

Elective' 

0 

9 

1 

0 

9 

Ciram-negative  sepsis— 1 pt. 

" Colectomy,  colostomy,  ileocolostomy. 

C.olectomy,  colostomy,  colostomy  closure,  ileocolostomy,  polypectomy. 

' .Small  bowel  resection. 

'’Gastrectomy,  plication  perforated  peptic  ulcer,  pyloroplasty-vagotomy. 

^ Esophageal  reconstruction  (colon)  , gastrectomy. 

’ Cholecystectomy,  colectomy,  colostomy,  gastrectomy,  splenectomy. 

® Drainage  suhdiaphragmatic  abscess,  oophorectomy  (abscess)  , ventral  hernia  repair. 
Cholecystostomy. 

' C^holecystectomy,  cholecystenterostomy,  cholecystostomy. 


Three  patient.s  had  intrajieritoneal  in,stillation 
of  cephalothin  during  successive  operations  and  in 
this  small  group  of  patients  it  was  po.ssible  to 
examine  the  peritoneitm  following  the  initial  drug 
placement.  TTiere  was  no  evidence  of  local  inflam- 
matory reaction  or  adhesion  formation  from  the 
cephalothin. 

No  systemic  toxic  effects  were  noted  after  the 
cephalothin  instillation  in  any  patient.  The  leuko- 
cyte cotmt,  blood  urea  nitrogen  and  liver  function 
parameters  were  not  altered  except  as  expected  in 
association  with  the  diverse  disease  processes  pres- 
ent in  many  of  these  j)atients. 

Comment 

Forty-two  of  the  (32  patients  ((38%)  studied  here 
were  considered  to  be  in  fair  or  jioor  preoperative 
condition,  while  all  of  the  patients  presented  a high 
potential  for  systemic  or  local  infection.  Seven 
problems  of  infection  in  such  a grou]>  should  be 
considered  a low  complication  incidence.  The 
therapeutic  role  of  intraperitoneal  cephalothin 
cannot  be  evaluated  with  precision  since  there  is 


little  doubt  that  parenteral  administration  of  an 
antibiotic  was  very  important  to  lack  of  infection 
in  many  of  the  patients  evaluated.  The  study 
demonstrated,  however,  that  intraperitoneal  ceph- 
alothin is  a safe  and  jrossibly  effective  therapeutic 
adjunct  in  patients  with  actual  or  potential  perito- 
nitis. 

Summary 

Sodium  cephalothin  solution  was  instilled  into 
the  peritoneal  cavity  in  (32  patients  at  the  con- 
clusion of  operations  performed  for  a variety  of 
diseases,  all  involving  actual  or  potential  peritoneal 
bacterial  contamination.  Only  7 patients  developed 
postoperative  problems  associated  with  infection. 
No  local  or  systemic  effects  were  noted  which  could 
be  defined  as  toxic  reactions  associated  with  the 
cephalothin. 
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Torsion  Of  Fallopian  Tube  In  An  Adolescent  Girl 

Report  of  a Cose 

Samuel  Lichtig,  M.D.,  F.A.C.O.G.,  M.  T.  Lashgari,  M.D. 


1 
I 

1 ■ Torsion  of  the  fallopian  tube  is  not  an  exceed- 
I ingly  rare  condition.  Since  the  first  report  of  a case 
I by  Sutton^  in  1890,  followed  by  Delbet  in  1892, 
there  have  appeared  reports  of  many  cases  in  which 
the  torsion  was  due  to  various  pathologic  condi- 
tions of  the  adnexa. 

! Torsion  of  the  nndiseased  fallopian  tube  is  a 
much  rarer  occurrence.  The  first  observation  of  tor- 
sion of  normal  adnexa  in  a virginal  genital  tract 
was  reported  by  Stark  in  1911  in  a 46  year  old 
virgin.  Marked  disagreement  prevails  among  the 
authors  as  to  the  real  frequency  of  torsion  of  an 
undiseased  tube.  Some  believe  that  in  most  of  the 
cases  of  twisted  virginal  tube  the  existing  patho- 
logic process  was  considered  merely  the  result  of 
torsion  and  strangulation. 

In  1933,  Regad^  summarized  his  conclusion  based 
on  the  201  cases  reported  up  to  date.  He  revealed 
that  torsion  of  the  undiseased  fallopian  tube  oc- 
curred in  24  per  cent,  torsion  of  the  hydrosalpinx 
in  18  per  cent,  torsion  of  salpingitis  and  tubal  preg- 
nancy or  twisted  tumor  in  13.5  per  cent,  torsion  in 
course  of  pregnancy  in  12  per  cent,  torsion  associ- 
ated with  appendicitis  or  ovarian  cyst  in  9.5  per 
cent,  torsion  followed  by  spontaneous  amputation 
in  5 per  cent,  and  bilateral  torsion  in  4 per  cent 
of  cases. 

Blum  and  Sayre^  in  1937  reported  a torsion  of  the 
tube  in  a IOI/2  year  old  girl  who  had  not  yet  men- 
struated, and  this  was  the  fourth  isolated  torsion 
in  a non-menstruating  girl  up  to  that  date.  (Hanson 
in  1922,  Fiolle  in  1927,  and  Block^  in  1933.)  The 
lack  of  connection  with  menstruation  is  an  impor- 
tant point  in  considering  the  etiology  and  mechan- 
ism of  such  a torsion.  In  some  cases  it  occurred 
shortly  before  or  at  the  time  of  menstruation,  per- 
haps it  is  due  to  venous  congestion  of  the  tubes. 

Since  1937  there  have  been  over  70  reports  in 
the  literature  and  a conservative  estimate  of  the 
total  number  of  cases  of  the  isolated  torsion  of  the 
tube  which  have  been  reported  would  be  at  least 
three  hundred  cases.  However,  very  few  cases  of 
isolated  torsion  of  the  tube  in  non-menstruating 
virgins  have  been  reported.  Because  of  this  rare 
occurrence  the  following  case  is  reported: 

Case  Report 

A fifteen  year  old  white  female  was  admitted  to  the  Unity 
Hospital  of  Brooklyn,  New  York,  on  November  1,  1965 
because  of  severe  abdominal  pain  which  started  three  days 


prior  to  admission.  Pain  was  localized  in  the  right  lower 
quadrant,  accompanied  by  vomiting  and  nausea  on  the  hrst 
day  of  illness.  The  pain  became  more  severe  and  radiated 
across  the  lower  abdomen  and  then  became  generalized. 
There  were  no  urological  complaints. 

Her  family  history  was  non-contributory.  She  had  an  ap- 
pendectomy in  1960.  Menarche  had  not  yet  occurred.  Physi- 
cal findings  were  limited  to  the  abdomen  and  pelvis.  The 
abdomen  was  generally  tender,  esirecially  in  the  right  lower 
quadrant.  No  rebound  tenderness  was  elicited.  No  masses 
were  palpable.  Rectal  examination  revealed  marked  tender- 
ness with  a sense  of  fullness  in  the  right  adnexal  region. 
Inspection  of  the  vulva  revealed  a virginal  introitus.  Impres- 
sion on  admission  was  twisted  right  ovarian  cyst. 

Laboratory  data:  Hemoglobin  13.3  gm.,  hematocrit  39%, 
WBC  7.800  with  68  segments,  and  24  lymphocytes.  Sedimen- 
tation rate  37,  VDRL— negative.  A flat  plate  of  the  abdomen 
was  negative  for  the  presence  of  any  masses.  On  the  day  of 
admission  laparotomy  was  performed.  P'indings  were  as  fol- 
lows: Upon  opening  the  abdomen  there  was  about  500  cc. 
of  serosanguinous  fluid  in  the  peritoneal  cavity.  The  uterus 
was  small,  the  left  tube  was  grossly  normal,  the  left  ovary 
was  small— 1.5  cm.  in  length— was  smooth  and  white.  The 
right  ovary  was  slightly  enlarged  with  several  follicular  cysts. 
The  proximal  two  thirds  of  the  right  tube  was  grossly  normal. 
The  terminal  third  measured  5 cm.  x 3 cm.,  was  grossly 
black,  appeared  gangrenous  and  was  twisted  360°  at  its  junc- 
tion with  the  proximal  portion  of  the  tube.  The  omentum 
was  lightly  adherent  to  the  terminal  third  of  the  tube  which 
was  lightly  bound  down  to  the  base  of  the  posterior  leaf  of 
the  right  broad  ligament.  The  appendix  was  surgically  absent. 
A right  partial  salpingectomy  was  performed  and  patho- 
logical report  revealed  hemorrhagic  infarction  of  the  fal- 
lopian tube  with  hematosalpinx.  Culture  of  the  peritoneal 
Huid  revealed  presence  of  E.  coli.  The  postoperative  course 
was  marked  by  a moderate  elevation  of  the  temperature  for 
four  days.  The  patient  responded  well  to  antibiotic  therapy 
and  was  discharged  on  the  eighth  postoperative  day.  She 
menstruated  four  weeks  after  the  laparotomy  was  performed. 

Summary 

Torsion  o£  the  undiseased  fallopian  tube  is  in- 
frequent and  is  very  rare  in  the  adolescent  girl 
before  menarche.  A diagnosis  of  isolated  tubal  tor- 
sion is  extremely  difficult  to  make  pre-operatively. 
Torsion  of  the  fallopian  tube  should  be  included 
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in  the  differential  diagnosis  of  acute  abdomen  in 
the  presence  of  adnexal  mass  in  an  adolescent  girl. 
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The  Scientist  as  a Man 

,\s  to  tlie  scientist  himself,  the  once-poi)iilar  idea  that  he  was  either  an  absent- 
minded  old  gentleman  or  else  a human  reasoning  machine  has  long  since  dis- 
appeared. The  scientist  of  today  is  mostly  a fairly  ordinary  chaj),  often  a very 
human  one,  in  all  the  meanings  of  that  word.  I here  is,  in  fact,  little  connection 
Itetween  scientific  ability  and  wisdom,  and  scientific  training  has  little  effect  in 
jjrivate  life.  The  geologist,  with  his  mind  geared  to  a perspective  of  millions  of 
years,  may  still  l^e  irritated  by  liaving  to  wait  for  five  minutes  for  a bus;  and  the 
ethologist,  deeply  versed  in  the  springs  of  behavior,  may  well  be  the  victim  of 
personal  taltoos  and  fetishes.  The  scientist,  like  everyone  else,  is  to  a large  extent 
a puppet  of  his  psychological  and  physiological  makeup.  He  is  essentially  a man, 
not  a machine,  and  as  such  is  a prey  to  the  ordinary  human  emotions  of  hope, 
fear,  envy,  ambition,  and  the  rest  which,  unless  he  is  careful,  are  apt  to  intrude 
into  his  assessment  of  himself  and  other  people.  In  the  last  resort,  there  is  no 
such  thing  as  the  disembodied,  intellect  and  but  few  instances  of  the  brain 
packed  in  ice.  As  Hoagland  has  well  said,  the  human  brain  is  a defensive  and 
offensive  organ,  developed  by  evolution  to  promote  survival  in  the  same  way  as 
were  claws  and  teeth.  Certainly  it  did  not  develop  for,  and  is  quite  unsuited  to, 
the  purpose  for  which  scientists  are  supposed  to  use  it— the  objective  pursuit  of 
knowledge.  It  is  thus  understatidable,  for  instance,  that  most  research  workers 
would  prefer  to  make  a di.scovery  themselves,  rather  than  that  someone  else 
should  do  so,  though  the  identity  of  the  human  instrument  is  immaterial  to  the 
advancement  of  knowledge.— Parkes,  A.S.:  I’he  Youngest  Profession,  Perspect 
Wiot  Med  10:59  (autumn)  19()6. 
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Eli  Ives  Of  New  Haven  And  Yale 


Gary  C.  Burget,  B.A. 


■ The  custom  for  practicing  medical  men  to  give 
some  measure  of  their  time  to  university  teaching 
is  traditional  in  this  part  of  the  country.  The 
tradition  is  a valuable  one,  for  there  is  a unique 
inspiration— coming  from  his  daily  concern  for  the 
care  of  a large  number  of  patients— that  only  the 
practicing  physician  can  give  to  a medical  student. 
This  paper  is  offered  as  a brief  and  informal  look 
into  the  life  of  one  of  Connecticut’s  earliest 
professor-practitioners. 

Four  men  were  appointed  full  professors  to  the 
Medical  Institution  of  Yale  College  when  it  opened 
in  the  fall  of  1813.  They  were  Benjamin  Silliman, 
Jonathan  Knight,  Nathan  Smith-and  Eneas  Mun- 
son, a respected  New  Haven  physician,  who  was 
then  almost  eighty  years  old.  Munson’s  appoint- 
ment as  Professor  of  Materia  Medica  and  Botany 
was  intended  for  ornamentation  only,  since  he  de- 
clined the  active  duties  of  the  professorship.  These 
duties  were  performed  by  an  Adjunct  Professor  of 
Materia  Medica  and  Botany,  a young  New  Haven 
doctor  who  for  the  next  twelve  years  steadfastly 
did  all  the  work  of  the  professorship  yet  shared  its 
glory  with  the  aged  Munson.  This  young  physician 
was  Eli  Ives. 

Eli  Ives  was  born  in  1778  into  a family  which  was 
later  to  boast  five  generations  of  prominent  New 
Haven  physicians.  His  father  was  a doctor,  a 
founder  of  the  Connecticut  Medical  Society.  After 
graduating  from  Yale  College  in  1799,  Eli  spent 
fifteen  months  as  the  Rector  of  Hopkins  Grammar 
School  in  New  Haven.  During  this  period  he  began 
to  study  medicine  both  with  his  father  and  with 
his  father’s  former  teacher,  Eneas  Munson.  He  must 
have  found  Munson  a stimulating  teacher  for  in 
1800  he  shunned  a glowing  offer  to  become  a tutor 
at  Yale  College  and  instead  continued  his  medical 
education  at  what  was  then  the  most  respected 
medical  college  in  the  country,  the  University  of 
Pennsylvania.  When,  at  the  age  of  twenty-four,  he 
returned  to  New  Haven,  he  told  his  father  that  he 
wanted  to  set  up  a practice  in  some  country  town. 
His  father’s  lucrative  city  practice  was  at  its  height 
and  the  older  physician  apparently  saw  certain  dis- 
advantages in  small  town  medicine,  so  he  urged  Eli 
to  go  into  business  with  him  for  at  least  three 
months,  as  an  experiment,  to  see  if  the  son  could 
gain  a foothold  in  New  Haven.  The  experiment 
was  evidently  a success  for  “Young  Dr.  Ives,’’  as  he 
was  then  called,  soon  left  his  father  to  open  his  own 


office  on  the  south  side  of  Chapel  Street  across  from 
Yale  College.  Here  he  acquired  a practice  which 
was  so  large  that  he  found  it  necessary  to  keep  three 
horses  to  keep  up  his  business  in  the  town  and  ad- 
jacent country;  and  that  “in  seasons  of  unusual 
sickness  [he]  hardly  had  time  for  the  necessary 
sleep  and  meals. ’’^ 

At  this  period  the  practice  of  medicine  in  New 
Haven  was  assuming  for  the  first  time  a truly  pro- 
fessional status.  Educated  medical  men  were 
uniting  to  better  the  standards  of  care  and  to  pro- 
tect themselves  against  the  threat  of  charlatans, 
quacks  and  mountebanks.  A colonial  law  of  1773 
had  prohibited  the  “practice  of  mountebanks  in 
dealing  out  and  administering  physick  and  medi- 
cine of  unknown  composition  indiscriminately  to 
any  persons  whom  they  can  by  fair  words  induce  to 
purchase  and  receive  them”;  yet  unreputable  doc- 
tors of  all  kinds  still  flourished,  and  were  a constant 
threat  to  the  educated  physicians.  In  addition  to 
this  threat  from  the  outside,  there  was  considerable 
discord  w'ithin  the  ranks  of  the  regular  doctors. 
Competition  for  patients  was  fierce.  A physician 
called  in  consvdtation  on  a case  would  often  use 
the  situation  unfairly  to  his  advantage.  Dr.  Ives 
states,  “It  was  not  unusual  at  this  period  for  such 
men  as  Drs.  Elliot,  Yale,  Bird  and  Hurlburt  when 
called  upon  to  prescribe  for  a patient  of  another 
physician,  on  their  first  introduction,  to  sweep 
from  the  table  into  the  fiieplace  all  the  medicines 
of  his  brother  practitioner,  and  then  like  Paracel- 
sus, magnify  his  own  powers  as  supernatural. ’’^  It  is 
not  surprising,  then,  that  thirteen  reputable  physi- 
cians of  New  Haven  (including  Eli  Ives  and  his 
father)  met  in  1803  to  form  the  New  Haven  Medi- 
cal Association  “to  establish  the  practice  of  physic 
in  this  city  on  a respectable  footing;  to  enable  our- 
selves to  live  by  the  profession;  to  promote  a good 
understanding  and  harmonious  intercourse  with 
each  other,  to  avoid  the  disgraceful  practice  of 
undermining  one  another  by  doing  lousiness  for  a 
less  compensation,  and  to  exclude  from  our  com- 
munion every  person  who  shall  obtrude  himself 
amoung  us  without  a regular  introduction,  and 
conforming  to  our  established  rules  of  practice.”^ 
A table  was  attached  to  this  list  of  resolutions  estab- 
lishing fixed  fees  for  various  medical  services.  In 
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addition,  arrangements  were  made  for  care  of  the 
Almshouse  poor.  There  was  no  regular  hospital  in 
the  city  until  the  founding  of  the  New  Haven  Hos- 
pital in  1826.  The  Almshouse,  “a  plain  building  of 
considerable  size,  standing  in  a very  healthful  situ- 
ation,”^ probably  had  a small  sick  ward  atul  served 
as  a hospital  for  the  destitute.  A metniter  of  the 
New'  Haven  Medical  Association  could  contract 
w’ith  selectmen  to  attend  the  tow’n  ])oor.  I he  city 
compensated  physicians  at  rates  etpial  to  two-thiicls 
of  their  normal  fees:  “tw'o  shillings  for  a day  visit; 
four  shillitigs  for  a night  visit:  one  shilling  for  a 
puke:  one  do.  for  a purge;  one  do.  for  bleeding.”" 
I'he  New'  Haven  Medical  Association,  by  creating 
standards  and  rules  of  medical  practice,  unified 
educated  physicians  and  set  them  apart  from  their 
less  rejjutable  fellow's  as  a select  group.  It  was  in 
this  new'ly  eslahli.shed  profe,ssional  milieu  that 
“Young  Dr.  Ives”  w'orked  to  make  his  leputatioti 
as  a practitioner. 

As  a physician  Eli  Ives  rapidly  gained  the  respect 
of  his  fellow'  doctors.  After  being  in  practice  only 
four  years  he  was  elected  a Fellow'  of  the  Connecti- 
cut Medical  Society,  became  a member  of  its  exam- 
ining board  and  later— at  the  age  of  thirty-tw'o— was 
elected  .secretary  of  the  society.  By  the  age  of  thirty- 
five  his  reputation  was  so  solidly  established  that 
he  was  appointed  associate  professor  at  the  new 
medical  college  of  Yale.  Henry  Bronsoti,  w'ho  was 
Professor  of  Materia  Medica  at  Yale  during  the 
mid-Nineteenth  Century,  says  of  Ives’  appoint- 
ment: “It  was  then  a great  thing  to  be  a jjro lessor. 
There  w'ere  but  four  medical  colleges  in  the  coun- 
try; the.se  W'ere  in  Philadelphia,  New'  York,  Boston 
and  Hanover,  New  Hampshire;  and  the  man  who 
(on  the  grotind  of  merit)  w'as  selected  to  give  a 
course  of  public  lectures,  was  considered  high  np 
on  the  professional  ladder,  if  not  at  its  topmost 
round.”® 

Eli  Ives  was  as.sociated  with  the  medical  school 
for  forty-eight  years  during  which  time  his  inter- 
ests ranged  from  botany  atid  horticulture  to  the 
di,seases  of  children.  Throughout  his  lifetime  he 
was  an  avid  student  of  botany,  and,  indeed,  knowl- 
edge of  botany  was  an  important  adjtmct  tf)  medi- 
cal treatment  in  this  period,  since  many  remedies 
were  made  from  plants  cultured  or  collected  locally. 
Ives  knew  the  plants  of  Connecticut  perhaps  better 
than  any  man  of  his  day  and  had,  in  fact,  discov- 
ered .several  new'  species— including  a sjtecies  of 
AseJepias  (milkw'eed)  “found  growing  abutidantly 
on  the  sandy  plains  east  of  Cedar  Hill”"  and  a 
species  of  Gnaplialhnn  (balsamweed) , “first  ob- 
served by  me,  in  the  comjjany  of  Mr.  C.  Whitlow', 

. . . by  the  margin  of  a brook,  a few  rods  north 
of  Mr.  AVhitney’s  gun  manufactory.”®  A perusal  of 
Ives’  students’  notebooks— still  preserved  in  the 
Yale  Medical  Historical  Library— reveals  that  the 


— Yale  University  Art  Gallery,  Presented  by 
the  Medical  Class  of  1827. 
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doctor  u.sed  his  know'ledge  of  botany  to  advantage 
in  the  treatment  of  disease.  He  recommended, 
among  other  things,  slippery  elm  and  sassafras  for 
the  treatment  of  thrush;  arrow'root  for  erysipelas; 
juice  of  plantain  leaves  for  the  skin  lesions  of  con- 
genital syphilis  and  tatnip  tea  anti  root  of  cattail 
flag  for  tliarrhea.  Most  of  these  herbaceous  rem- 
edies came  from  a botanical  garden  and  hothouse 
which  Ives  kept  on  the  grounds  adjacent  to  the 
medical  school.  It  wa.s,  in  fact,  remarked  that  the 
Profe.ssor  “jtrescribed  with  a hoe  from  the  resources 
of  his  wonderful  botanical  garden.”® 

I'hough  Ives  w'as  a careful  botanist,  yet  he  was 
also  a busy  clinician.  In  this  latter  role  he  was  so 
talented  that  Professor  Bronson  says  “his  know'l- 
edge was  almost  inttiitive.”  His  students  apparently 
valued  his  teaching  for  their  lecture  notes  are  copi- 
ous and  meticulously  kept.  The  following  passages 
from  the  notebook  of  a Yale  medical  student  of 
1840  show'  that  Ives’  remarks  on  many  subjects  were 
highly  accurate.  Considering  thrush,  he  remarks  on 
predisposing  factors. 

It  is  most  violent  in  feeble,  debilitated  children.  Hence 
it  may  be  inferred  that  it  is  a disease  of  debility.  It  fre- 
(|nently  follows  other  diseases  in  adults  of  robtist  consti- 
tution which  have  been  debilitated  by  previous  disease. lo 

In  his  lecture  on  “.Sore  Ears”  he  comments  quite 
accurately  on  otitis  media. 
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Under  this  head  I shall  speak  of  purulent  discharge  from 
the  cavity  of  the  ears  ...  If  this  discharge  is  stopped 
suddenly  fever  is  frequently  the  consequence  with  full 
pidse— tense  bowels  and  fulness  of  the  Fontanelles.n 

Speaking  of  worms  he  states  that  “All  strong  purges 
should  be  avoided  in  the  case  of  Ascaris.  . . .’’i- 
showing  his  awareness  that  strong  irritants  cause 
roundworms  to  migrate.  In  a great  many  instances, 
however,  his  conclusions  about  disease  focussed  too 
narrowly  on  the  alimentary  canal  as  the  seat  of 
derangement.  For  instance,  he  recommends  cathar- 
tics for  the  treatment  of  “Infantile  Erysipelas.  The 
Rose  of  the  West  Indies.” 

Pay  little  attention  to  the  eruptions  but  let  it  Ite  directed 
to  the  evacuation  of  the  bowels.  I have  letters  from  Physi- 
cians who  have  followed  my  prescriptions— not  treating  the 
disease  as  a local  one,  but  tvith  cathartics  testifying  to  the 
success  of  this  practice. 13 

There  are  some  portions  of  his  students’  notes 
which  suggest  that  Ives  was  a master  of  dilferential 
diagnosis.  One  imagines  that  he  recounted  the 
following  case  with  some  measure  of  pride. 

Case  of  a woman  in  \V.  Haven  who  was  siqrposed  to  be  in 
the  last  stage  of  consumption.  On  re-examining  the  seat 
and  cause  of  the  disease  I discovered  that  she  was  cutting 
the  4 Dentes  sapientiae.  After  cutting  the  gums  and  giving- 
some  antispasmodics  she  recovered  perfectly. n 

His  remarks  on  tongue-tie  show  good  practical 
judgment. 

I have  not  seen  a case  where  it  was  necessary  to  perform 
this  operation.  It  is  a very  frequent  notion  among  nurses 
that  children  are  tongue-tied.  Dr.  Munson  was  called  in 
one  case  to  cut  the  freniim— he  remonstrated,  the  nurse 
insisted— he  then  drew  the  hack  of  liis  knife  across  the 
freniim  with  great  success. 15 

Further  evidence  of  Eli  Ives’  competence  as  a 
physician  is  found  in  his  case  reports.  One  of  these 
appears  in  the  hrst  issue  of  the  Comtnunicatious 
of  the  Medical  Society  of  Connecticut  in  1810,  a 
case  of  acute  retroversion  of  the  uterus  in  a preg- 
nant woman  occasioned  by  jumping  from  a horse. 

September  23,  1808,  Mrs.  A , a woman  of  40  years  of  age, 

...  in  jumping  from  a horse  felt  something  give  way  in 
the  pelvis;  at  this  time  she  supposed  herself  to  be  about 
three  months  advanced  in  pregnancy.  The  shock  was  fol- 
lowed with  great  weakness,  sensation  of  bearing  down, 
. . . dysuria,  nausea  and  vomitting,  and  all  the  train  of 
hysteric  symptoms,  arising  from  the  stomach  sympathizing 
with  an  irritated  and  inflamed  uterus. 

Fifteen  days  later  Dr.  Ives  examined  the  patient 
and  it  is  obvious  from  the  passage  that  follows  that 
he  gave  scrupulous  attention  to  details  of  physical 
examination. 

Entering  the  vagina,  the  finger  met  a tumor  twite  the  size 
of  a lien's  egg,  between  the  vagina  and  rectum.  ...  A finger 
of  the  other  hand  ivas  passed  into  the  rectum,  by  uhich  it 
appeared  that  the  rectum  ivas  entirely  obstrticted  by  the 
fundus  of  the  uterus,  beyond  which  the  finger  could  not 


pass  . . . The  uterus  at  the  same  time  was  felt  by  the 
finger  in  the  vagina,  wedged  firmly  between  the  sacrum 
and  ptiblis  . . . 

As  is  the  case  today,  attempts  at  treatment  often 
met  with  frustration. 

The  patient  was  laid  tipon  her  back,  her  hips  raised  . . . 
exertions  ivere  made  to  restore  the  uterus,  until  her  physi- 
cians were  satisfied  that  it  could  not  be  restored  in  this 
manner.  The  patient  was  placed  on  her  knees  and  elbows 
and  repeated  trials  made  to  restore  the  uterus,  but  with 
no  better  success.  ...  an  instrument  [was  constructecl] 
made  of  a cylinder  the  size  of  a finger,  and  eight  or  ten 
inches  in  length,  on  the  end  of  which  a head  was  formed, 
liy  winding  flax  and  covering  it  with  soft  leather,  as  large 
as  could  be  passed  into  the  rectum.  With  this  instrument 
oiled  and  introduced  into  the  rectum,  the  patient  on  her 
knees,  the  thorax  lower  than  the  pelvis,  two  fingers  in  the 
vagina  and  much  force  applied  by  the  instrument  and 
fingers,  the  uterus  was  raised  above  the  brim  of  the  pelvis. 
The  patient  was  enjoined  rest  and  a recumbent  posture; 
and  after  the  tisual  period  of  gestation  was  delivered  of 
a healthy  child. 

There  is  uo  doubt  that  Eli  Ives  was  a clever 
practitioner,  yet  he  was  probably  best  remembered 
as  a teacher.  For  forty  years  he  lectured  at  Yale  on 
Alateria  Medica,  Botany,  Diseases  of  Children  and 
“Theory  and  Practice.”  Reverend  Dutton  (in  Ives’ 
funeral  oration)  estimates  that  he  taught  nearly 
fifteen  hundred  students.  Henry  Bronson  attended 
lectures  at  the  Medical  Institution  in  the  1820’s. 
Years  later  he  wrote  a vivid  description  of  the 
Professor  as  he  appeared  then. 

Dr.  Ives,  then  nearly  fifty,  . . . lecttired  on  Materia  Medica, 
Botany  and  Diseases  of  Children.  He  was  tall  and  spare, 
of  a weak  organization,  with  a pleasant  countenance  and 
mild  blue  eyes,  uncermonious  and  unpretending,  familiar 
and  agreeable  in  manners,  and  plain  in  dress.  He  had  a 
high  somewhat  retreating  forehead,  which  was  heavily  de- 
veloped above  and  around  the  eyes,  in  the  region  of  Gall's 
perceptive  fatuities.  His  appearance  as  he  sat  in  his  blue 
cloak  with  scarlet  facing,  reading  his  lecture  from  loose 
papers  a little  dingy  with  age,  his  voice  rusty  and  feeble, 
his  elocution  hesitating  and  difficult,  was  not  prepossessing. 
...  At  short  intervals,  unmindful  of  his  notes,  he  would 
lean  forward,  rest  his  arms  on  the  desk,  and  after  a few 
preparatory  hems,  state  a case,  or  relate  an  anecdote,  in 
way  of  illustration  of  recreation.  . . . His  pleasantries  were 
heralded  by  a certain  twinkling  of  the  eyes,  and  several 
extra  hems  which  the  mirth-loving  of  the  class  were  quick 
to  interpret.  He  was  not  a good  storyteller,  but  his  stories 
were  piquant  and  amtising,  and  all  enjoyed  them,  including 
the  narrator.  . . . 

Notwithstanding  his  short-comings.  Dr.  Ives  had  many 
valuable  qualities  as  an  instructor  and  gave  an  excellent 
piaclical  course.  . . . He  had  treasured  iqr  in  his  capacious 
memory  an  immense  store  of  facts  gathered  during  many 
years  of  discriminating  practice  and  thoughtful  study, 
which  he  poured  forth  in  unstinted  measure. I'i 

The  notebooks  of  his  students  leave  little  ques- 
tion that  the  professor  had  a sense  of  humor.  In  his 
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lecture  entitled  “W^onns,”  he  speaks  of  the  treat- 
ment of  tapeworm. 

For  Tenia  solium  or  Cucurhitijia  sj)irits  of  turpentine  has 
been  very  successful;  . . . man  of  intemperate  habits 
took  a wine  glass  full  of  the  spirits  of  turpentine.  He  said 
he  never  was  so  drnnk  in  his  life.  large  tapeworm  was 
evacnated.i" 

Concerning  the  treatment  of  toothache  by  extrac- 
tion, he  remarks,  “It  is  known  that  the  sight  of 
the  instruments  w’ill  fretpiently  stop  the  pain.’’^® 
Elsewhere  he  tells  of  a woman  who  accidently  set 
herself  on  fire  and  in  her  terror  “ran  down  below 
where  two  elderly  women  were  sitting  who  seeing 
her  with  her  hair  all  burnt  off  and  her  clothes 
flaming  they  concluded  they  w’ere  come  for  and 
were  excessively  frightened. And  in  his  lecture 
on  Flatulency  he  exclaims,  “It  is  very  mortifying 
to  young  ladies. 

Pastor  Dutton  states  that  since  the  time  when 
Ives  had  looked  at  his  Yale  College  catalogue  and 
been  dismayed  at  how  many  of  his  early  friends 
had  died  drunkards,  the  doctor  had  been  a firm 
believer  in  temperance.  Yet,  in  his  lecture  on  alco- 
hol he  remarks  to  his  students,  “It  was  very  early 
irsed  as  a remedy  and  sanctioned  by  divine  author- 
ity. Take  a little  for  thy  stomach’s  sake.’’-^ 

Though  Professor  Ives’  manner  of  teaching  may 
have  lacked  polish,  the  substance  of  his  lectures  was 
considered  good.  The  medical  students  of  the  Class 
of  1827,  out  of  admiration  for  their  teacher,  com- 
missioned a New  Haven  artist,  Nathaniel  Jocelyn, 
to  paint  the  portrait  which  now  hangs  in  the 
rotunda  of  the  Yale  Medical  Library.  One  gathers 
from  this  painting  that  here  was  a wise,  yet  un- 
pretentious man.  It  is  known  that  he  always  wore 
a certain  humility;  his  respect  for  Eneas  Munson— 
“whose  superior  talents  and  continued  friendship 
to  me,  1 am  hapjty  on  every  occasion  to  acknowl- 
edge’’--—seemed  limitless.  He  appears,  in  the  final 
estimation,  to  be  a man  who  had  little  itnerest  in 
fame,  but  sought  and  found  fulfdhnent  in  his 
everyday  pursuits:  the  practice  and  the  teaching 
of  medicine. 
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Politics!  The  General  Assembly  passed  bills  until  two  and  three  o’clock  on  its  last  several 
nights  before  finally  adjourning— as  required  by  law— at  midnight  on  June  7th.  When  the  cigar 
smoke  had  rolled  away,  some  important  health  care  legislation  had  been  enacted. 

Drug  addicts  are  to  be  treated  as  patients  rather  than  criminals.  The  Welfare  Department’s 
bill  increased  modestly  the  limits  of  eligibility  for  Title  XIX  benefits.  One  specific  Health  Care 
Center  was  authorized  for  the  New  Haven  area.  Although  such  centers  and  group  practices  may 
be  beneficial,  this  heavily  labor-sponsored  project  is  not  in  the  public  interest,  being  a lay  cor- 
poration contracting  to  supply  medical  care  to  selected  groups— not  needy  individuals.  It  not 
only  is  tax  free  but  may  be  subsidized  for  capital  construction  and  cut-rate  operation  by  public 
grants— i.e.,  taxes  of  its  competitors  and  of  the  non-benefiting  public.  Diligent  efforts  by  the 
Society,  however,  did  restore  some  controls  by  the  Commissioners  of  Health  and  of  Insurance, 
made  the  professional  staff  responsible  for  medical  decisions,  and  included  some  doctors— not 
more  than  25%-on  the  Board  of  Directors. 

The  substitution  of  a medical  examiner  system  for  the  coroner  system  was  passed,  subject 
to  appropriation.  The  fee  for  external  examination  in  medico-legal  cases  was  raised.  T he  path- 
ologists will  also  probably  be  permitted  to  bill  the  coroner  separately  for  autopsies  according  to 
their  “usual  and  customary’’  charge.  In  cooperation  with  other  states,  air  pollution  control  can 
be  made  more  effective.  The  optometrists  were  prevented  from  making  medical  diagnoses  of 
vision  problems,  but  there  again  strong  lobbying  pushed  through  an  authorization  to  choose 
from  more  than  one  profession  in  obtaining  vision  care. 

The  Society,  in  addition  to  its  activity  in  these  and  other  areas,  had  introduced  three  bills. 
The  reporting  of  child  abuse— immune  from  libel— will  now  include  nurses,  social  workers 
and  school  personnel.  S.B.  277  prohibiting  state  employees  and  officials  from  interfering  with  the 
practice  of  medicine  and  the  rights  of  beneficiaries  in  Title  XIX  died  in  committee.  But  a tre- 
mendous education  was  obtained  and  a great  battle  won  when  our  request  for  “usual  and 
customary  charges”  under  Title  XIX  was  passed  as  an  amendment  to  the  law  establishing  uni- 
form fee  schedules  for  the  healing  arts  professions.  This  will  be  a “pilot  study”  for  one  year 
starting  March  1,  1968.  A medical  advisory  committee  with  a majority  nominated  by  the  Con- 
necticut State  Medical  Society  will  assist  the  Commissioner  and  will  review  questioned  claims, 
though  unresolved  cases  will  be  referred  to  the  county  associations  before  final  recommendation. 
In  March  1969,  after  review  of  the  experiment,  recommendation  will  be  made  to  the  General 
Assembly  for  extension  of  this  method  of  payment,  or  its  discontinuation,  or  its  revision. 

Obviously,  all  this  wasn’t  just  a “happening”.  Skipping  for  now  the  details  of  time  and  per- 
sonal contact  we  might  focus  on  one  fact:  we  are  on  stage.  In  large  measure  it  is  our  responsi- 
bility to  make  it  work.  Our  argument  was  that  a fee  schedule  would  increase  payments  in  some 
areas-an  added  burden  on  the  taxpayer-and  would  be  substandard  elsewhere-diverting  some 
patients  from  practitioners  of  their  choice.  However,  if  we  are  to  prove  our  point  and  not  make 
this  method  significantly  more  costly  to  the  taxpayer  than  a fee  schedule,  we  must  all  exercise 
restraint.  And  if  there  are  “bad  boys”  among  us  who  tend  to  degrade  the  image  of  the  doctor,  we 
must  be  firm  with  them.  Should  we  fail  to  exercise  internal  and  self  discipline  at  this  time,  we 
can  be  assured,  quite  promptly,  of  much  more  rigid  external  controls. 

E.  Tremain  Bradley,  M.D. 
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SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 
Wednesday  May  17,  1967 

Organization  Of  The  Council  For  1967-68 

.Alter  ojjening  remarks  by  President  E.  I'remain 
Bradley  and  introduction  of  the  members  of  the 
Ciouncil,  Stevens  J.  Martin,  Hartford,  was  elected 
unanimously  as  Chairman  of  the  Council  for 
1967-68.  Dr.  Martin  then  called  the  regular  meet- 
ing to  order. 

I.  Attendance 

Present  in  addition  to  the  Chairman,  Dr.  S.  J. 
Martin,  were:  Drs.  Bradley,  Grendon,  Polivy, 

Brandon,  H.  Caplau,  M.  Caplan,  Fabro,  Hess, 
Rogol,  Abbot,  Spitz,  Shepard,  Nolan,  Jacobson, 
Cramer,  Grant,  Petrie,  Pelz  and  Roch.  Also  present 
were  Mrs.  Lindquist,  Mr.  Villano  and  Dr.  Richards. 
.Absent  were:  Drs.  Gardner,  Egan,  Hastings,  Ayres, 
Wilson  and  Palomba. 

II.  Routine  Business 

Life  Membership 

It  was  VOTED  to  approve  applications  for  Life 
Meitibership  received  from  the  following  eligible 
.Active  Members: 

Frank  G.  .Amatrnda,  New  Haven  (NHCM.A) 

Charles  AA^.  Gaylord,  Branford  (NHCMA) 

Election  of  Council  Standing  and  Special 
Committees  for  1967-68 

Of  special  note  is  the  deletion  of  several  com- 
mittees as  follows:  (a)  Committee  on  Committees; 
(b)  Liaison  Committee  on  Medical  Education  and 
Hospitals;  (c)  .Ad  Hoc  Committee  to  Study  Para- 
medical Responsibility  (*see  below);  (d)  Committee 
on  Medicare-AIedicaid  Experience  (**see  below); 

* It  was  VO  FED  to  delete  tlte  Ad  Hoc  Committee  to 
Sttidv  Paramedical  Responsibility,  anil  to  transfer  its  mem- 
bers and  assignment  (to  study  the  legal  and  ethical  re- 
sponsibilities of  ]jaramedical  personnel  performing  medical 
services  under  the  direction  of  doctors  of  medicine)  to  the 
.-Hlied  Medical  Services  Committee;  also,  to  add  members 
who  are  serving  with  peitinent  Task  Forces  of  the  Regional 
Medical  Program  Stnily. 

**  It  was  VOTED  to  delete  the  Committee  on  Medicare- 

Medicaid  Experience,  and  to  transfer  that  Committee’s  duties 
to  the  Committee  of  Liaison  Representatives  with  Connecticut 
General  on  Medicare  1$. 


and  (e)  Committee  to  Imjdement  Resolution  on 
Cieneral  Practice  (***see  below). 

Donation  to  Connecticut  Nutrition  Council 

It  was  A^OTED  to  donate  the  sum  of  $200  to  the 
C.onnecticnt  Nutrition  Council  as  a contribution  to 
the  holding  of  a conference  celebrating  the  CNC’s 
twenty-fifth  anniversary.  May  18-19,  1967. 

Date  of  Next  Meeting 

The  next  meeting  of  the  Council  will  be  held  on 
Thursday,  June  15,  1967,  starting  at  2:00  P.M. 

III.  Old,  New  and  Special  Business 

Directives  from  House  of  Delegates,  April  25,  1967 

(a)  Resolution  on:  “Surgical  Cases  on  Obstetrical 
IRoors”:  It  was  VOTED  to  refer  this  resolution, 
adopted  by  the  House  of  Delegates,  to  the  Commit- 
tee on  Maternal  Morbidity  and  Mortality  for  in- 
clusion in  its  comprehensive  study  and  “status” 
report  on  this  subject  which  is  under  way,  and  to 
rerpiest  the  Committee  to  file  a progress  report  on 
the  sidqect  in  time  for  the  next  meeting  of  the 
Council. 

(b)  Atnendnients  to  the  Bylaws:  It  was  VOTED 
to  recpiest  the  staff  to  prepare  suitable  amendments 
to  the  bylaws  to  acconqrlish  the  following  purposes 
(voted  by  the  House  of  Delegate.s):  (1)  T'o  delete  the 
Committee  on  Publications;  (2)  To  delete  the  Com- 
mittee on  .AM.A  Education  and  Research  Founda- 
tion; ami  (3)  To  change  the  name  of  the  Advisory 
Committee  to  the  State  Ciommissioners  of  AA^elfare, 
Finance  and  Control  to  the  “Liaison  Committee 
with  the  State  Commissioner  of  AAAJfare.” 

Report  of  Committee  on  Postgraduate  Education 
on  AMA  "Minis  Report" 

It  was  VOTED  to  accept  the  report  of  this  Com- 
mittee on  the  “Minis  Report,”  with  commendation, 
and,  with  one  minor  change  in  the  wording,  to 
transmit  the  report  to  the  Society’s  AM.A  Delegates 
and  Alternate  Delegates  as  the  position  on  the  Millis 
Report  recommended  by  the  Council,  to  be  used  for 
their  guidance  when  the  .AMA  House  of  Delegates 
received  the  Millis  Rejxjrt  for  action  at  its  forth- 

***  It  was  \'OTEI)  to  delete  the  Committee  to  Implement 
Resolution  on  General  Practice  (House  of  Delegates,  4^64) 
and  to  request  the  .Section  on  General  Practice  to  study  and 
make  recommendations  to  the  Council  concerning  futher 
im[>lemcT)tation  of  this  resolution. 
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coming  June  meeting  in  Atlantic  City.  It  was 
further  VOTED  to  request  the  staff  to  obtain  copies 
of  the  Millis  Report  for  distribution  to  all  members 
of  the  Council. 

1969  Annual  Meeting 

In  light  of  the  Council’s  recent  action  to  eli- 
minate conflicts  with  the  Charter  (i.e.,  the  require- 
ment that  county  meetings  shall  be  held  “at  least 
20  days’’  before  CSMS  annual  meetings)  by  schedul- 
ing future  annual  meetings  of  the  Society  “on  or 
about  May  15,’’  it  was  VOTED  to  direct  the  staff  to 
negotiate  with  the  Hartford-Hilton  Hotel,  Hart- 
ford, to  reserve  the  dates  of  May  13-14-15  for  the 
annual  meeting  in  1969.  In  1968,  it  may  be  necessary 
to  overlook  the  Charter’s  requirement  in  this  re- 
gard, since  the  dates  of  April  30,  May  1-2  have  been 
confirmed  and  cannot  be  changed. 

Special  Ad  Hoc  Committee  on  Arrangements,  1968 
Annual  Meeting 

Since  the  “local  arrangements  committee’’  of 
the  county  medical  associations  (furnished  by  the 
“host”  county  association)  has  not  been  utilized  in 
recent  years  because  Hartford  has  been  the  regular 
site  for  annual  meetings  and  the  staff,  rather  than 
HCMA,  has  been  responsible  for  all  arrangements, 
it  was  VOTED  to  appoint  a special  Ad  Hoc  Com- 
mittee on  Arrangements  consisting  of  the  President, 
chairman,  the  President-Elect  and  the  Vice-Presi- 
dent, to  work  cooperatively  with  the  Committee 
on  Program  of  the  Scientific  Assembly  in  evaluating 
and  making  recommendations  concerning  the 
format,  associated  functions,  etc.  of  the  annual 
meeting  of  the  House  of  Delegates  and  the  Scientific 
Assembly  in  1968.  It  is  understood  that  the  work  of 
the  Ad  Hoc  Committee  will  be  related  to,  but 
separate  from,  the  w’ork  of  the  Program  Committee. 

Parliamentarian  for  Meetings  of  House  of  Delegates 

It  was  VOTED  that  an  Ad  Hoc  Committee  be 
appointed  by  the  President,  who  shall  be  chairman, 
to  select  a parliamentarian  to  assist  the  Speaker  and 
Vice-Speaker  at  all  meetings  of  the  House  of  Dele- 
gates and  to  arrange  with  the  person  selected  to  be 
present  at  all  such  meetings.  The  members  of  the 
Ad  Hoc  Committee  appointed  by  the  President  are: 
E.  Tremain  Bradley,  Chairman;  Kenneth  E.  Bran- 
don; and  Charles  E.  Jacobson. 

COMPAC 

(a)  Drs.  Bradley  and  Brandon  reported  briefly 
on  the  political  symposium  held  by  COMPAC  on 
May  7 at  the  Hartford-Hilton  Hotel,  and  also  of 
plans  to  establish  better  lines  of  regular  communi- 
cation between  the  COMPAC  Board  of  Directors 
and  the  Council.  A summary  of  COMPAC  activities 
during  the  past  year  was  presented.  Pursuant  to 
these  reports,  it  was  VOTED  to  request  the  Chair- 
man of  the  Council  to  appoint  a committee  to  ex- 


plore ways  of  establishing  closer  coordination  be- 
tween CSMS  and  COMPAC,  and  to  make  recom- 
mendations to  the  Council  concerning  same. 

(b)  It  was  VOTED  to  adopt  a resolution  concern- 
ing future  educational  grants  to  COMPAC,  and 
Council  recommendations  for  same,  as  follows: 

RESOLVED:  That  the  Council  shall  recom- 
mend all  future  educational  grants  to  COMPAC  at 
semi-annual  meetings  of  the  House  of  Delegates 
on/y,  and  shall  recommend  that  such  grants  be  in- 
cluded as  identifiable  items  in  the  budgets  for  the 
fiscal  years  following,  and  be  it  further 

RESOLVED:  That  the  Council,  before  making 
any  such  recommendations  in  the  future,  shall  have 
requested  in  writing  from  each  of  the  component 
county  medical  associations  the  official  attitude  of 
each  association’s  governing  body  and/or  mem- 
bership with  respect  to  making  such  grants,  and 
shall  report  its  recommendation  and  a summary  of 
these  official  (county  association)  attitudes  to  each 
semi-annual  meeting  of  the  House  of  Delegates  at 
which  such  a recommendation  is  made. 

Report— Representative  to  AMA  Conference  on 
Emergency  Medical  Services 

It  was  VOTED  to  accept,  with  commendation,  a 
report  filed  by  J.  Benton  Egee,  Newton,  on  the 
proceedings  of  this  Conference,  Chicago,  April  6-7, 
1967.  By  recjuest  of  the  Council,  Dr.  Egee  attended 
the  Conference  as  a representative  of  the  Society. 
It  was  further  VOTED  that  when  the  published 
proceedings  of  the  Conference  become  available 
Dr.  Egee  be  asked  to  revise  his  report  in  more 
narrative  form  and  that  copies  of  the  revised  report 
then  be  sent  to  each  county  medical  association, 
each  community  hospital  disaster  preparedness  com- 
mittee, and  the  members  of  the  CSMS  Committee 
on  Disaster  Medical  Care,  for  information  and  ac- 
tion, if  indicated. 

Report— Liaison  Representatives  with  Connecticut 
General  on  Medicare  B 

Drs.  Martin,  Polivy,  Cramer,  Grendon  and 
Richards  reported  briefly  on  the  matters  discussed 
at  the  last  meeting  of  the  liaison  group  held  on 
May  15.  Published  minutes  of-  the  meeting  will  be 
submitted  to  the  Council  for  study  and  acceptance 
on  June  15.  Pursuant  to  this  report,  and  as  a recom- 
mendation of  the  liaison  group,  it  was  VOTED  to 
request  the  CSMS  Liaison  Representatives  to  plan 
and  conduct  an  educational  symposium  on  the 
problem  areas  of  Medicare  B,  including  utilization, 
the  function  of  county  review  committees,  etc.,  to 
which  are  to  be  invited  as  participants:  members 
of  the  Council,  county  association  officers,  chairmen 
and  members  of  county  review  committees,  the 
CSMS  Committee  on  Third  Party  Payments,  and 
others  interested  and/or  concerned  with  these  mat- 
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ters.  Hopelully,  the  symposium  can  he  held  within 
the  next  4-h  weeks.  It  is  understood  that  Connec- 
ticut General  is  willing  to  share  the  costs  of  the 
undertaking. 

Resolution— Election  of  AMA  Board  of  Trustees 

It  was  V'O  I'ED  to  sidtmit  to  the  June  meeting  of 
the  AM.V  House  of  Delegates  the  same  resolution 
submitted  to  the  Interim  Meeting  last  Fall;  i.e., 
“Rule  for  the  Election  of  Members  of  AM.\  Board 
of  Trustees.”  Iti  brief,  the  resolution  calls  for  the 
election  of  .\M.\  d’rustees  on  the  basis  of  their 
running  “at-large”  rather  than  for  specific  seats  on 
the  Board,  with  the  nominees  receiving  the  most 
votes  in  relation  to  the  number  of  seats  open  being 
declared  elected. 

Request— Committee  on  National  Legislation 

It  was  \T)  I ED  to  approve  a lecpiest  of  this  Com- 
mittee that  up  to  .?500  be  allocated  to  its  budget  for 
the  purpose  of  having  a delegation  of  4-5  mend)ers 
(selected  by  the  Cihairman  of  the  Legislative  Divi- 
sion) go  to  Washington,  D.  C.  in  late  June  to  call 
on  the  six  Representatives  and  two  Senators  from 
(Connecticut.  In  addition  to  making  an  initial  “legis- 
lative contact”  with  the  Federal  legislators,  it  is 
planned  to  discuss  with  them  several  pertinent 
measures  now  under  study  by  (Congressional  com- 
mittees which  will  idtimately  be  brought  to  the 
floors  of  the  House  and  Senate  for  vote;  i.e.,  amend- 
ments to  Medicare,  Medicaid,  and  Social  Security 
cash  benefits.  "Ehe  delegation  is  to  file  a report  on 
the  completion  of  its  mission. 

Resolution — Support  of  SB  1399,  90th  Congress 

Recommended  by  the  Committee  on  National 
Legislation,  it  was  VO  I ED  to  atlopt  and  imple- 
ment the  following  resolution: 

WHEREAS:  Thirty-four  states,  including  Con- 
necticut, have  in  force  enabling  legislation  per- 
mitting groups  of  physicians  to  incorporate,  and 

WHEREAS:  A number  of  such  physician  cor- 
porations, authorized  under  terms  of  these  statutes, 
are  currently  operating  in  our  state,  and 

\\TIERE.\S:  The  expansion  of  group  practice 
in  the  future  is  inevitable,  and  is  worthy  of  legisla- 
tive encouragement;  and 

WHERE.VS:  The  practice  of  the  U.S.  Internal 
Revenue  Service  has  nullified  a principal  advantage 
of  medical  corporations  by  refusing  to  approve  the 
tax-sheltered  pension  plans  of  such  medical  corpora- 
tions; therefore  be  it 

RESOLVED:  That  the  Council  of  the  Connecti- 
cut State  Medical  .Society  direct  its  officers  to  help 
eliminate  this  arbitrary  discrimination  against 
physicians  by  actively  supporting  passage  of  S.B. 
1399  (introduced  by  Senator  George  Smathers  of 
Florida),  which  would  require  the  U.S.  Internal 
Revenue  Service  to  treat  professional  service  cor- 


porations and  associations  as  corporations  for 
federal  income  tax  purposes;  and  be  it  further 

RESOLVED:  Ehat  a copy  of  this  resolution  be 
.sent  to  the  chairman  of  the  Senate  Finance  Com- 
mittee, and  to  the  two  Senators  and  six  Representa- 
tives from  Connecticut. 

Abolishment— Committee  on  Relative  Value  Study 

It  was  VOTED  to  abolish  the  Committee  on 
Relative  Value  Study,  and  to  transfer  its  operation 
and  duties  to  the  Committee  on  Third  Party  Pay- 
ments. In  the  main,  the  “duties”  will  be  to  update 
the  present  P^elative  Value  Schedule  and  to  review 
the  Schedule  periodically  with  respect  to  changes 
in  the  unit  values  of  procedures  recommended  by 
the  various  participating  CSMS  Sections  and  out- 
side specialty  groups. 

Recommendation  to  Committee  on  State  Blood  Bank 

In  the  face  of  reported  shortages  of  fresh  whole 
blood  in  the  State,  it  was  VOTED  to  request  the 
Committee  on  State  Blood  Bank  to  study  the 
possible  use  of  frozen  whole  blood  for  transfusion 
purpo.ses  and  to  report  its  findings  to  the  Council. 

Recommendations— Annual  Report  of  Committee  on 
Disaster  Medical  Care 

(a)  It  was  VOTED  to  refer  to  the  Committee  on 
Hospitals,  for  study  and  recommendations  for  ac- 
tion, the  following: 

(1)  I’hat  the  medical  staffs  of  the  hospitals  in 
the  State  of  Connecticut  be  trained  in  the  use 
of  the  Civil  Defense  Emergency  Hospitals  and 
be  prepared  to  staff  and  use  them  as  needed. 

(2)  Ehat  Connecticut  hospitals  be  urged  to  esta- 
blish inter-hospital  radio  communications  sys- 
tems in  order  to  circumvent  any  communica- 
tions failure  in  a natural  or  man-made 
disaster. 

(b)  It  was  VOTED  to  refer  a third  recommenda- 
tion to  the  county  medical  associations,  as  informa- 
tion and  for  possible  action,  as  follows: 

Ehat  members  of  the  .Society  be  urged  to  partici- 
pate, both  as  members  of  panels  and  in  attendance 
as  spectators,  in  any  of  the  meetings  that  will  be 
held  throughout  the  State  dealing  with  disaster 
medical  care. 

SB  1711— The  Health  Care  Centers  Plan 

The  Council  was  brought  up  to  date  on  all  legis- 
lative efforts  that  have  been  made  in  opposition  to 
this  measure,  and  was  apprised  that  political  pres- 
sures from  its  proponents  are  so  strong  that  some 
form  of  the  bill  is  almost  certain  to  be  passed  by  the 
General  Assembly.  It  was  VOTED  to  request  the 
president,  E.  Tremain  Bradley,  and  other  CSMS 
officers  to  arrange  a meeting  with  officials  of  Yale 
University  and  the  Yale  Medical  School  to  ascertain 
what  roles  those  institutions  are  playing  with  respect 
to  SB  1711  now,  and  also  what  roles  they  will  play 
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if  the  measure  is  passed— particularly  with  respect 
to  use  of  the  multiple  Federal  grants  which  they 
have  received  to  study  “comprehensive  medical 
care”  in  New  Haven  and  in  Connecticut. 

Headquarters  Building  Security 

Having  been  informed  that  the  headquarters 
building  had  been  burglarized  twice  within  the 
past  six  months,  with  loss  of  typewriters  and  other 
business  machines,  it  was  VOTED  to  authorize  the 
General  Manager  to  have  installed  a suitable 
burglar  alarm  system  at  an  initial  cost  of  ap- 
proximately $250  (materials,  installation,  etc.)  and 
a maintenance  and  service  charge  of  approximately 
$18  per  month. 

N.B.  The  foregoing  is  a summary  of  the  proceed- 
ings and  actions  of  the  Council  on  May  17, 
1967.  Detailed  minutes  of  the  meeting  are 
on  pie  at  160  St.  Ronan  Street,  Neio  Haven, 
for  perusal  by  any  interested  member  of  the 
Society. 

PLACEMENT  OPPORTUNITIES 

PEDIATRICIAN  — Pediatrician  to  associate 
with  two  established  pediatricians  in  Southern 
Connecticut  coastal  town.  liberal  salary  hrst  year, 
then  partnership. 

PHYSICIAN  with  background  in  internal  medi- 
cine and/or  pediatrics  who  is  interested  in  a group 
practice  in  a rural  town  in  Southern  Connecticut. 
Hospital  services  available  at  several  area  hospitals. 

G.P.— for  association  with  another  physician  in  a 
well-established  practice  in  a growing  industrial 
city  in  Southern  Connecticut.  Partnership  possible 
after  one  year. 

DIRECTOR  OE  PSYCHIATRIC  TRAINING- 
Board  certified.  To  direct  3-year  approved  psychia- 
tric residency  j^rogram  at  2000  bed,  community 
oriented,  decentralized  mental  hospital.  Also,  to 
coordinate  education  for  nurses,  psychologists, 
social  workers  and  occupational  therapists  in  ap- 
proved and  university  affiliated  Programs.  Previous 
teaching  experience  necessary.  Starting  salary  range: 
$17,660-$19,850,  excellent  fringe  benefits.  All  par- 
ticulars should  be  sent  in  fiist  letter,  including 
references.  Write:  Superintendent,  Connecticut 

Valley  Hospital,  P.O.  Box  351,  Middletown,  Con- 
necticut 06458. 

PSYCHIATRIST  needed  for  a community 
oriented  mental  hospital.  To  direct  work  in  a 300 
bed  comprehensive  mental  health  center,  one  of 
several  units  in  a 2000  bed  state  mental  hospital. 
Opportunity  for  teaching,  clinical  work  and  re- 
search. To  work  with  a team  of  social  workers, 
psychiatric  residents,  psychologists,  occupational 
therapists  and  nursing  staff.  OPD,  day-care,  in- 
patient consultation  and  emergency  care  are  avail- 


able. Opportunity  for  association  with  Wesleyan 
University,  Yale  University  and  UConn.  Starting 
salary:  $14,240  to  $18,220,  annual  pay  increases. 
Excellent  fringe  benefits.  All  particulars  and  refer- 
ences in  first  letter.  Write:  Mehadin  K.  Arafeh, 
Superintendent,  Connecticut  Valley  Hosj^ital,  P.  O. 
Box  351,  Middletown,  Connecticut  06458. 

OCCUPATIONAL  PHYSICIAN  to  associate 
with  2 other  physicians  and  a staff  of  9 nurses,  2 
safety  engineers,  1 X-ray  laboratory  technician, 
part-time  optician  and  clerical  staff  in  a modern, 
fully  equipped  Occupational  Medical  Department 
in  Central  Connecticut.  Duties  of  Occupational 
Physician  involve  a program  of  jirevention  and 
treatment  of  occupational  injuries,  illnesses  and  a 
continuous  program  of  employee  health  evaluation 
beginning  with  job  preplacement  examination. 
Emphasis  is  placed  on  medical  evaluation  of  the 
employee  with  particular  reference  to  physical  de- 
mands and  environmental  exposures  of  his  indi- 
vidual job,  and  participation  in  employee  health 
counseling,  periodic  examination  programs  and 
evaluation  of  environmental  exposure  factors  for 
employee  health  and  safety. 

A program  of  indoctrination  will  be  conducted 
for  the  new  physician.  Work  schedule  consists  of  5 
days  a week  and  no  obligation  to  be  on  call  nights 
or  weekends.  Outside  practice  permitted  if  it  does 
not  interfere  with  regular  duties,  and  he  will  enjoy 
an  excellent  relationship  with  local  practitioners, 
consultants  and  hospitals  in  the  Hartford-Spring- 
field  areas.  Salary  commensurate  with  individual’s 
experience.  Write  or  call:  623-1621,  Dr.  Lawrence 
Coleman,  Hamilton  Standard,  Bradley  Eield  Road, 
Windsor  Locks,  Connecticut  06096. 

MEDICAL  DIRECTOR— a leading  industrial 
firm  needs  a top  man.  Board  qualified  in  internal 
medicine  or  occupational  health.  Will  deal  with 
various  industrial  health  problems  and  supervise 
a staff.  Responsible  for  planning  and  implementing 
new'  programs.  Most  likely  will  have  clinical  or 
industrial  experience.  This  man  may  come  from  a 
university,  hospital  research  group,  private  practice 
of  internal  medicine  or  government  projects.  Head- 
quarters, New  England,  Top  company,  top  condi- 
tions. Salary  to  $35,000.  All  fees  paid  by  company. 
Contact:  Richard  P.  Rita  Personnel,  993  Earming- 
ton  Avenue,  West  Hartford,  236-3249,  with  resume. 

ANYONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL  MAN- 
AGER’S OEEIGE,  160  ST.  RONAN  STREET, 
NEW  H.WEN,  CONNECTICUT  06511. 

1968  MEETINGS 

April  30,  May  1-2 176th  Annual  Meeting  of 

Connecticut  State  Medical  Society  to  be  held  at 
Hartford-Hilton  Hotel,  Hartford,  Connecticut. 
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Welcome,  New  Members  . . . 


Fairfield  County  Medical  Association 

Willet  R.  Bowen,  M.D.— Route  7,  Brookfield,  Con- 
necticut 06804 

Francis  J.  Browne,  M.D.— 1425  Bedford  Street, 
Stamford,  Connecticut  06905 
Harold  S.  Cole,  M.D.— Dept,  of  Pediatrics,  N.  Y. 
Medical  College,  106th  Street  &;  5th  Avenue, 
New  York,  New  York  10029 
Gerald  E.  Cooney,  M.D.— 2685  Main  Street,  Bridge- 
port, Connecticut  06606 

Saul  Feierstein,  M.D.— 1603  Summer  Street,  Stam- 
ford, Connecticut  06905 

Charles  H.  Gray,  M.D.— 4 Cove  Ridge  Lane,  Old 
Greenwich,  Connecticut  06870 
Richard  B.  Knapp,  M.D.— Stanwich  Road,  Green- 
wich, Connecticut  06830 

Paul  C.  Mastrony,  M.D.  — 2156  Park  Avenue, 
Bridgeport,  Connecticut  06604 
Peter  J.  McLoughlin,  M.D. — 1984  Park  Avenue, 
Bridgeport,  Connecticut  06604 
Robert  D.  Osborn,  M.D.— 153  East  Avenue,  Nor- 
w’alk,  Connecticut  06851 

Gerald  D.  Roberts,  M.D.  — Hall-Brooke  Hospital, 
Westport,  Connecticut  06880 
Francis  P.  Saunders,  M.D. —85  Osborne  Street,  Dan- 
Bury,  Connecticut  06810 

Charles  G.  Silberman,  M.D.— 47  Long  Lots  Avenue, 
W'estport,  Connecticut  06880 
Karl  C.  Suerig,  M.D.  —49  Lake  Avenue,  Greenwich, 
Connecticut  06830 

Virginia  Suttenfield,  M.D.— 500  Wire  Mill  Road, 
Stamford,  Connecticut  06903 
Ahmed  Usman,  M.D.— 21  Broad  Street,  Stamford, 
Connecticut  06901 

Norman  R.  Vincent,  M.D.— 10  Washington  Avenue, 
Bridgeport,  Connecticut  06604 
Cyril  Waynik,  M.D. —881  Lafayette  Street,  Bridge- 
port, Connecticut  06603 

Litchfield  County  Medical  Association 

Samuel  D.  Danzig,  M.D. —66  Bridge  Street,  New 
Milford,  Connecticut  06776 
Robert  W.  Harkins,  M.D.— Judson  Road,  Wood- 
bury, Connecticut  06998 

Stuart  Ragland,  Jr.,  M.D. —Smith  Hill  Road,  Cole- 
brook,  Connecticut  06021 

John  D.  Sproul,  M.D.  — New  Preston  Hill  Road, 
New  Preston,  Connecticut  06777 
Ronald  G.  Zeffiro,  M.D.— Litchfield  County  Hospi- 
tal, Winsted,  Connecticut  06098 

New  London  County  Medical  Association 

Ralph  C.  Andrew.s,  M.D.— Medical  Art  Building, 
Gales  Ferry,  Connecticut 


Richard  M.  Barry,  M.D.  — Sandy  Hollow  Road, 
Mystic,  Connecticut  06355 
Robert  Kerrigan,  M.D.— 87  I.afayette  Street,  Nor- 
wich, Connecticut  06360 

William  F.  McKeon,  M.D.  — 57  Lafayette  Street, 
Norwich,  Connecticut  06360 
Peter  I.  Rabinovitch,  M.D.— 175  Boton  Post  Road, 
W’aterford,  Connecticut  06385 

Hartford  County  Medical  Association 

Kenneth  F.  Bean,  M.D.— 708  Farmington  Avenue, 
Bristol,  Connecticut  06011 
(diaries  W.  Boren,  M.D.— 200  Retreat  Avenue, 
Hartford,  Connecticut  06103 
Ian  R.  (iameron,  M.D.— 200  Retreat  Avenue,  Hart- 
ford, Connecticut  06103 

Mary  S.  Coley,  M.D. —Newington  Hospital  for  Crip- 
pled Children,  Newington,  Connecticut  06111 
Mary  T.  Cullen,  M.D. —27  Fernwood  Road,  West 
Hartford,  Connecticut  06119 
Richard  J.  Fauliso,  M.D.— 111  Gillett  Street,  Hart- 
ford, Connecticut  06105 

Bernard  C.  Glueck,  M.D.— 400  Washington  Street, 
Hartford,  Connecticut  06102 
Grant  R.  Golub,  M.D.— 85  Jefferson  Street,  Hart- 
ford, Connecticut  06103 

Robert  E.  Hicks,  M.D. —233  Main  Street,  New  Bri- 
tain, Connecticut  06051 

Jorge  Leicach,  M.D. —73  Cedar  Street,  New  Britain, 
Connecticut  06052 

James  E.  O’Brien,  M.D. — 114  Woodland  Street, 
Hartford,  Connecticut  06105 
Joan  M.  Platt,  M.D. —85  Jefferson  Street,  Hartford, 
Connecticut  06103 

Eugene  L.  Quinto,  M.D. —283  Main  Street,  New 
Britain,  Connecticut  06051 
Jay  E.  Selcow,  M.D. —85  Jefferson  Street,  Hartford, 
Connecticut  06103 

Robert  M.  Sullivan,  M.D. —477  Connecticut  Boule- 
vard, East  Hartford,  Connecticut  06108 
John  W.  Visnauskas,  M.D.— 83  Vine  Street,  New 
Britain,  Connecticut  06052 

Middlesex  County  Medical  Association 

Alan  E.  Bernstein,  M.D. — 120  Washington  Street, 
Middletown,  Connecticut  06457 
Harry  Y.  Twiss,  M.D. —Connecticut  Valley  Hospi- 
tal, Middletown,  Connecticut  06457 
James  Kar-Kee  Yue,  M.D.— 725  South  Main  Street, 
Middletown,  Connecticut  06457 

Windham  County  Medical  Association 

Thorburn  S.  McGowan,  M.D.— University  of  Con- 
necticut Infirmary,  Box  U-11,  Storrs,  Connecti- 
cut 06268 
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General  Principles  of  Hospital  - Medical  Staff  Relationships 

Approved  by 

The  Connecticut  State  Medical  Society— February  16,  1967 

and 

The  Connecticut  Hospital  Association— May  1,  1967 

The  foUoiuing  “General  Principles”  were  developed  jointly  by  the  Society’s  Committee  on  Hospitals 
and  the  Council  on  Professional  Practices  of  the  Connecticut  Hospital  Association.  Approved  sub- 
sequently by  the  Council  of  the  CSMS  and  the  Board  of  Trustees  of  the  CHA,  and  mailed  directly  to  ad- 
ministrators, presidents  of  boards  of  governors,  and  presidents  of  medical  staffs  of  all  hospitals  in  the 
State,  the  “Principles”  are  published  herewith  for  the  information  of  meinbers  of  the  Society. 


A major  purpose  of  hospitals  and  physicians  is 
the  provision  of  the  best  possible  medical  care  to 
patients.  To  fulfill  this  purpose,  full  cooperation 
among  medical  staff,  governing  boards  and  adminis- 
trative heads  of  hospitals  is  required.  A mechanism 
|is  needed  that  will  bring  these  partners  in  hospital 
endeavor  into  frequent  and  close  contact.  It  is 
necessary  to  establish  an  organization  that  will  pro- 
vide adequate  and  effective  channels  of  communica- 
tion and  a clear  understanding  of  the  role  of  each 
[group. 

i The  Connecticut  State  Medical  Society  published 
[its  recommendations  concerning  improved  liaison 
between  hospital  medical  staffs  and  boards  of  trus- 
tees in  March,  1963.  In  December,  1964,  the  AMA 
House  of  Delegates  adopted  “General  Principles  of 
Medical  Staff  Organization.”  The  Board  of  Trus- 
tees of  the  AHA  approved  a “Statement  of  General 
Principles  of  Medical  Staff  Organization”  in  Febru- 
jary,  1965.  The  Joint  Commission  on  Accreditation 
jof  Hospitals  has  published  model  medical  staff 
ibylaws  and  other  statements  concerning  hospital 
and  medical  staff  organization.  The  following  ten 
principles  are  based  on  these  prior  statements  as 
a guide  for  physicians  and  hospitals  in  Connecticut. 

Communications: 

1.  A Joint  Conference  Committee  has  proven  to 
jbe  the  most  effective  mechanism  to  ensure  open 
jcommunication  between  the  board,  the  administra- 
i tor  and  the  medical  staff.  While  it  is  not  responsible 
|lor  making  decisions,  it  should  encourage  candid 
jand  free  discussions. 

j 2.  Attendance  by  members  of  the  medical  staff, 
jwho  may  be  elected  or  appointed,  at  meetings  of 
.the  governing  board  can  be  advantageous.  There 
Ishould  also  be  such  representation  at  appropriate 
[administrative  committees  (e.g.  Management  Com- 
jmittee.  School  of  Nursing  Committee). 

! 3.  The  administrator,  or  designate,  should  at- 

jtend  medical  staff  committees,  particularly  those 
jthat  affect  the  operation  of  the  hospital  (e.g.  execu- 
itive,  therapeutics  and  operating  room  committees). 


4.  The  administrator  should  establish  and  main- 
tain free  and  open  communication  with  individual 
members  of  the  medical  staff  on  a personal  basis 
and  with  due  consideration  for  the  more  formal 
channels  of  communication  outlined  above.  Such 
personal  contact  can  be  an  effective  means  for 
promoting  understanding  between  the  administra- 
tor and  members  of  the  medical  staff. 

B.  Basic  Principles  of  Organization: 

1.  The  administrator  is  the  chief  executive  officer 
selected  by  the  governing  board  to  carry  out  its 
policies.  He  has  the  responsibility  of  efficiently  co- 
ordinating the  activities  of  all  departments  and 
services  of  the  hospital. 

2.  Responsibility  for  the  quality  of  medical  care 
is  delegated  by  the  governing  board  to  the  medical 
staff  and  this  responsibility  can  be  effectively  carried 
out  through  a medical  staff  executive  committee  (or 
other  appropriate  body)  which  is  recognized  as  the 
authoritative  body  of  the  medical  staff. 

3.  The  medical  staff  executive  committee  shoidd 
consist  of  chiefs  of  major  clinical  departments  who 
may  be  either  elected  or  appointed.  The  governing 
board,  after  due  consultation  with  the  medical  staff, 
may  initiate  and  should  ratify  the  selection  of  the 
chief  of  a clinical  department,  whether  elected  or 
appointed,  because  the  governing  board  delegates 
to  him  the  authority  necessary  to  fidfill  the  responsi- 
bilities of  the  office.  It  may  also  contain  other 
elected  officers  or  members  of  the  medical  staff. 

4.  All  aj)plications,  appointments  and  reap- 
pointments to  the  medical  staff  should  receive  final 
action  by  the  governing  board  taking  into  account 
the  recommendations  of  the  appropriate  body  of 
the  medical  staff.  Appointments  and  reappoint- 
ments should  clearly  delineate  the  scope  of  privi- 
leges l)eing  granted  and  should  be  reviewed  annual- 
ly- 

5.  While  appointment  to  the  medical  staff  is  a 
privilege,  it  should  not  be  terminated  or  restricted 
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In  managing  tense,  anxious  patients 
here’s  one  combination  that  makes  sense 
your  understanding  counsel 

and  Serax® 

(oxazepam)  Wyeth 


When  prescribing,  carefully  observe 
dosage  recommendations  and 
appropriate  precautions,  especially 
as  pertaining  to  the  elderly  (see 
Wyeth  literature  or  PDR  as  \well  as 
“IN  BRIEF”  below). 

IN  BRIEF. 

Contraindications:  History  of  previous 

hypersensitivity  to  oxazepam.  Oxazepam  is 
not  indicated  in  psychoses. 

Precautions:  Hypotensive  reactions  are 
rare,  but  use  with  caution  where  complica- 
tions could  ensue  from  a fall  in  blood 
pressure,  especially  in  the  elderly.  With- 
drawal symptoms  upon  discontinuation 
have  been  noted  in  some  patients  exhibiting 
drug  dependence  through  chronic  over- 
dose. Carefully  supervise  dose  and  amounts 
prescribed,  especially  for  patients  prone  to 
overdose:  excessive,  prolonged  use  in 
susceptible  patients  (alcoholics,  ex-addicts, 
etc.)  may  result  in  dependence  or  habitua- 
tion. Reduce  dosage  gradually  after  pro- 
longed excessive  dosage  to  avoid  possible 
epileptiform  seizures.  Withdrawal  symp- 
toms following  abrupt  discontinuance  are 
similar  to  those  seen  with  barbiturates. 
Caution  patients  against  driving  or  oper- 
ating machinery  until  absence  of  drowsiness 
or  dizziness  is  ascertained.  Warn  patients 
of  possible  reduction  in  alcohol  tolerance. 
Safety  for  use  in  pregnancy  has  not 
been  established. 

Not  indicated  in  children  under  6 years; 
absolute  dosage  for  6-  to  12-year-olds- 
not  established. 

Side  Effects:  Therapy-interrupting  side 
effects  are  rare.  Transient  mild  drowsiness 
is  common  initially;  if  persistent,  reduce 
dosage.  Dizziness,  vertigo  and  headache 
have  also  occurred  infrequently;  syncope, 
rarely.  Mild  paradoxical  reactions  (excite- 
ment, stimulation  of  affect)  are  reported 
in  psychiatric  patients.  Minor  diffuse  rashes 
(morbilliform,  urticarial  and  maculopapular) 
are  rare.  Nausea,  lethargy,  edema,  slurred 
speech,  tremor  and  altered  libido  are  rare 
and  generally  controllable  by  dosage 
reduction.  Although  rare,  leucopenia  and 
hepatic  dysfunction  including  jaundice 
have  been  reported  during  therapy.  Periodic 
blood  counts  and  liver  function  tests  are 
advised.  Ataxia,  reported  rarely,  does  not 
appear  related  to  dose  or  age. 

These  side  reactions,  noted  with  related 
compounds,  are  not  yet  reported:  para- 
doxical excitation  with  severe  rage  reac- 
tions, hallucinations,  menstrual  irregular- 
ities, change  in  EEG  pattern,  blood 
dyscrasias  (including  agranulocytosis),  blur- 
red vision,  diplopia,  incontinence,  stupor, 
disorientation,  fever  and  euphoria. 

Availability:  Capsules  of  10,  15  and  30 
mg.  oxazepam. 

Photograph  posed  by  professional  models. 


To  help  you  relieve  anxiety  and  tension 

seraK 

(oxazepam) 

Wyeth  Laboratories  Philadelphia,  Pa. 


without  providing  for  adetjuate  procedural  safe- 
guards set  forth  iti  the  medical  staff  bylaws. 

().  I’he  governing  board  is  ultimately  responsible 
lor  the  (]uality  of  medical  care  but  the  fulfillment 
of  this  responsibility  must  be  delegated  to  the  medi- 
cal staff,  riie  medical  staff  should  regularly  submit 
reports  to  the  governing  boards  of  its  professional 
activities  pioviding  for  comparison  with  accepted 
standaids  of  jxttient  care. 

7.  rite  bylaws  of  the  medical  staff  should  be  ap- 
proved by  the  go\erning  board,  shotild  proside  for 
the  organi/atiotial  principles  outlined  above,  and 
shotild  acctirately  reflect  the  actual  operation  and 
organ izatioti  of  the  medical  staff. 

PLACEMENT  WANTED 

Sl'RCiKOX  — 3.5  years  of  age.  Hoard  certified, 
presently  completing  military  obligatiotis.  Would 
like  to  jjractice  with  a grotijt  or  an  associate  in  a 
medium  to  small  community. 

SURGEON  — 37  years  of  age.  Hoard  eligible, 
wishes  to  practice  with  a group  or  an  associate  in 
a medium  community. 

IN'I'ERNISd’  — 3()  years  of  age,  Hoard  eligible, 
military  obligatiotis  nmipleted.  \Votild  like  to  prac- 
tice in  a group  or  association,  or  in  an  institution. 
Sub-specialty  training  in  Gastroenterology. 

INTERNIST  — 31  years  of  age.  Hoard  eligible, 
military  obligations  completed  with  USPHS.  Is 
looking  for  a practice  in  a medium-sized  community 
with  a grou|)  or  an  associate.  Has  had  sub-specialty 
training  in  cardiology. 

OITEl  H.VI.MOI.OGIST— 12  years  of  age.  Hoard 
eligible,  wishes  to  practice  with  a grotip  or  an 
associate.  Has  had  complete  training  and  experience 
in  anesthesiology. 


CLASSIFIED  ADVERTISING 

$9.00  for  25  words  or  less; 

$13.00  for  50  words;  20^  for  each  additional  word. 

50(‘  extra  if  keyed  through  CONNECTICUT  MEDICINE 

PAYABLE  IN  ADVANCE 

Closing  Date  for  copy:  10th  of  month  PRECEDING 
date  of  issue. 


ELDERLY  PSYCHI ATRLST,  preparing  to  retire,  has  attrac- 
tive ofTicc  space  available.  Excellent  location  on  East  side  of 
Bridgcpoit.  Call  Bridgeport  334-2755  or  write  D.P.G.,  c/o 
Cionnccticut  Medicine. 


LOR  REN  T— Fairfield,  Connecticut.  Available  doctor's  office 
for  internist  or  other  specialties.  Moderti  building,  attractive 
setting,  in  center  of  town,  completely  equipped,  air-con- 
ditioned, ample  parking.  Write  A. A.,  c/o  Connecticut  Medi- 
cine, 100  .St.  Ronati  Street,  New  Haven,  Connecticut,  06511. 


CHANGES  OF  ADDRESS 

Cdtange  of  .\ddress  may  be  made  by  sending 
old  addre.ss  (as  it  appears  on  your  ]OlJRN.\L 
envelope)  and  new  address  with  zipcode  nttm- 
ber.  Instructions  should  state  whether  change 
is  temporary  or  permanent.  Allow  three  weeks 
for  changeover. 

Send  to;  GONNEGl  IGUT  MEDIGINE 
l()0  St.  Ronan  Street 
New  Haven,  Gonnectictti,  01)511 


^PHYSICIANS'  PLACEMENT  SERVICE 

CONNECTICUT  STATE  MEDICAL  SOCIETY 

Are  you  looking  ^or  an  opportunity  to  practice  in  Connecticut?  Do  you  need 
an  associate  or  partner?  Are  there  towns  in  your  area  in  need  of  additional 
physicians?  If  your  answer  is  YES  to  any  of  the  above  questions,  contact: 

*Physicians'  Placement  Service 
Connecticut  State  Medical  Society 
160  St.  Ronan  Street 
New  Haven,  Connecticut  06511 

* No  fee  for  this  service. 
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WOMAN’S  AUXILIARY 

President 

^[ls.  Amliuny  P.  Cipiiano,  Hamden 


President-Elect 

Mrs.  Clarence  Harwood,  Middletown 

First  Vice-President 
Mrs.  Americo  Longo,  Portland 

Second  Vice-President 
Mrs.  Edward  P.  Allen.  Orange 


Recording  Secretary 
Mrs.  Nicholas  Creatnro,  Trundjidl 

Corresponding  Secretary 
Mis.  Jacques  H.  Green,  North  Haven 

T reasurer 

Mrs.  James  Jones,  Danielson 


Report  on  Northeast  Regional  Conference 
on  Nutrition  Education 


1 his  two  day  conlereiice  was  held  in  New  Haven 
to  celebrate  the  50th  Anniversary  of  the  Connec- 
ticut Nutrition  Council.  The  theme  was  “Increas- 
ing the  Effectiveness  of  Nutrition  Education.” 
Throughout  the  jrrogram  the  various  sjaeakers  and 
panelists  brought  out  the  four  basic  concepts  of 
Nutrition  Education  develojaed  by  the  Interagency 
Committee  on  Nutrition  Education  for  the  Nation- 
al Nutrition  Education  Council  hed  in  Washington 
D.  C.  this  jaast  February.  They  are: 

1.  Nutrition  is  the  food  you  eat  and  how  the 
body  uses  it. 

2.  Food  is  made  uja  of  different  nutrients  needed 
for  growth  and  health. 

■S.  All  jaersons,  througout  life,  have  need  for  the 
same  nutrients,  but  in  varying  amounts. 

4.  The  way  food  is  handled  influences  the 
amount  of  nutrients  in  food,  its  safety,  aja- 
jaearance,  and  taste. 

The  first  speakers  emphasized  the  fact  that  to  get 
better  nutrition  to  the  jaeojale  first  they  must  moti- 
vate a change.  This  is  a very  large  job.  We  found 
that  some  of  the  ways  to  do  this  was  through  news- 
papers, magazines,  radio  and  television.  The  most 
effective  ways  are  through  short  narratives  and  aja- 


pealing  pictures.  The  greatest  jaroblem  is  to  be 
sure  the  articles  jaulalished  ami  shown  are  accurate. 

Also  brought  out  by  Nevin  S.  Scrimshaw',  M.D., 
Ph.D.  of  M.I.T.  in  this  conference  was  the  fact 
that  science  and  research  w'as  far  ahead  of  the  ma- 
terial knowm  by  the  jaeople  in  general  and  we  must 
work  to  get  this  knowledge  to  all  the  jaeojale. 

Some  of  the  current  efforts  in  communicating 
nutrition  to  the  jaeople  are  the  food  stamja  jalan, 
the  child  nutrition  jarogram  (school  lunches  in- 
cluded), and  ambulatory  service  jarograms. 

The  meeting  w'as  concluded  by  two  sjaeakers. 
George  Christakis,  M.D.  stressing  the  need  of  nu- 
trition and  also  the  need  to  have  more  nutrition 
courses  taught  to  the  students  in  medical  schools. 
The  M.D.’s  are  the  ones  to  designate  the  tyjaes  of 
nutrition  the  jaeojale  are  to  follow  and  they  have 
not  been  adequately  trained  for  this  unless  they  take 
a graduate  course  in  nutrition.  Finally  it  was  em- 
jahasized  by  Evelyn  B.  Sjaindler,  Ph.D.,  nutritionist 
that  we  must  coordinate  our  various  nutrition  jaro- 
grams to  have  them  effective. 

After  the  meeting  was  concluded  a tour  of  the 
Yale— New  Haven  Medical  Center  was  offered. 

Mrs.  Clarence  Harwood 


AMPAC  WORKSHOP 
Washington,  D.C.  — June  2 to  4,  1967 


Those  who  planned  this  workshoja  provided  an 
inspiring  and  informing  program  and  must  have 
felt  rewarded  with  the  results.  Over  500  rejaresenta- 
tives  from  the  50  states  attended  and  were  over- 
whelming in  their  enthusiastic  recejation  of  the 
speakers. 

Miss  Susan  Walker,  Vice-chairman  of  the  Con- 
servative and  Unionist  Party  of  Great  Britain  gave 
a detailed  report  of  the  forming,  develojaing,  and 
current  structure  of  her  Party  which  has  been  in 
existence  100  years.  She  also  explained  how  a can- 


didate is  chosen:  by  first  submitting  an  ajajalication 
including  detailed  information  about  his  life  to 
date,  jjroviding  three  references,  then  been  inter- 
viewed by  an  Advisory  Committee  on  Candidates, 
working  for  the  Party,  then  waiting  until  a vacancy 
occurs— one  which  the  Committee  considers  suit- 
able for  him.  Also  she  emj)hasized  that  young 
jjeojile  are  encouraged  to  take  an  active  jrart  in 
jrarty  jrolicies. 

A panel  consisting  of  Senator  George  Murphy  of 
California,  Senator  Walter  F.  Mondale  of  Minne- 
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sola,  Representative  l>ob  Wblson  of  California,  and 
Representative  Don  Fiujtia  of  Floiida,  gave  their 
\ iews  on  \'aiions  (|iieslions  posed  hy  tlie  inodeiator, 
l)i.  Hoyt  1).  (.aidtiei.  I’liey  all  agreed  that  the 
greatest  assistance  in  the  campaign  came  from 
^vonlen  wIkj  worked  as  telephone  callers,  gathering 
together  groups,  providitig  coffee  hours  in  their 
homes— Mr.  Wilson  mentioned  Tl'Oir  (Women  on 
the  W'arpath) , a gronp  that  worketl  for  him.  Mr. 
.Mnrphy  said  that  during  the  Primary  campaign 
he  didti’i  talk  to  anyotie  else  bnt  women.  Mr.  Fn- 
(jna  said  that  one  womati  volunteer  is  worth  five 
men.  'They  all  agreed  that  in  fund  raising,  the 
most  valuable  method  is  to  get  the  widest  possible 
number  of  people  to  give  the  most  they  can.  They 
mentioned  a One  Dollar  Box  Dintier,  $10  sustain- 
itig  party  membership,  one  dollar  per  member 
(Mr.  Wilson  mentioned  obtaining  $8000  in  this 
way)  . Specifically  to  doctors  their  words  of  advice 
were:  Be  knoiuledgeable,  Spread  your  influence, 
The  public  respects  your  opinions,  Be  i)}terested 
i)i  your  Government  and  your  Country— it  belongs 
to  you.  Let  your  Representatives  know  your  wishes. 
Be  a self-starter  in  Politics,  What  really  counts  in 
government  is  Quality-Sophistication-Integrity. 

It  was  made  clear  by  the  various  candidates  that 
money  is  very  important  both  to  win  an  election 
and  to  carry  on  the  duties  of  the  office.  They  were 
all  recipients  of  candidate  support  from  Ampac  and 
State  Pacs  and  all  expressed  gratitude  for  the  sup- 
porl.  Rep.  Robert  Michel  of  Illinois  urged  doctors 
not  to  lose  interest  in  politics  because  Medicare 
was  passed.  He  said  many  more  Health  bills  will  be 
coming  and  will  recjuire  the  support  or  opposition 
of  doctors.  He  did  recpiest  that  supporters  do  not 
inhibit  candidates.  He  pointed  out  that  there  are 
powerful  utilities  seeking  laws,  but  many  more 
users  of  utilities  (voters)  also  that  there  are  many 
dot  tors,  but  many  more  patients  (voters)  . 

Robert  Novak,  National  .syndicated  columnist, 
expiessed  his  views  on  Foreign  Policy.  In  Vietnam, 
he  said,  “escalation  of  the  war  at  this  time  can  only 
mean  chemical  or  nuclear  warfare.”  He  said,  “it  is 
impossible  to  achieve  military  victory.”  “There  is 
a possibility  of  negotiating  for  peace,  but  this  is 
not  likely  before  the  1968  election  since  it  is  ap- 
parent that  they  (North  Vietnamese)  think  they 
could  do  better  with  a new  president.” 

He  also  stated  that  not  much  change  is  ex]jecled 
in  the  general  economic  situation. 

Rep.  (ierald  Fold  of  Michigan  reported  on  cur- 
rent activity  in  Congress  and  urged  that  we  learn 
facts  on  candidates  and  use  judgement  in  support- 
ing them.  He  said  “A  Government  big  enough  to 
take  everything  it  wants,  is  big  enough  to  take 
everything  we  have.” 

Obviously  it  is  impossible  to  report  everything 
that  was  said.  So  much  information  was  packed  into 


the  two-day  conference  and  so  much  of  it  seemed 
\ ilal.  I here  were  excellent  reports  from  members 
ol  die  .\MP.\C  Board;  four  lihns,  Coiuiressmaii’s 
J'wo  War  Campaign  for  Re-election,”  “Managing 
the  Campaign,”  “d'he  Use  of  Volunteers  in  a Politi- 
cal Campaign,”  “Public  Relations  of  a Political 
Campaign,”;  and  a Political  Management  Game 
put  on  by  Mr.  William  Roberts  of  the  Spencer- 
Roberts,  Associates  in  which  all  members  of  the 
Conference  participated. 

In  short  it  was  urged  that  all  doctors  and  their 
wives  become  members  of  AMPAC  and  COMPAC. 
Although  this  is  a quiet  year,  next  year  will  find 
the  need  for  candidate  support  even  greater.  1968 
is  expected  to  be  a banner  election  year.  The  cost 
of  election  campaigns  increases  constantly  due 
largely  to  the  various  media  of  communication. 
Doctors  can  no  longer  sit  back  and  “Let  George  do 
it!  File  competition  for  legislation  is  too  great! 

Friederike  H.  Richards 


Around  The  State 


New  Haven  County 
ORIENTATION  OF  PROVISORY  MEMBERS 
New  Haven  County  Medical  Association 

The  New  Haven  Gounty  Medical  Association! 
held  an  indoctrination  meeting  for  provisory  mem- 
bers on  the  night  of  June  13,  1967,  at  the  Castle 
Memorial  Building  in  Waterbury.  This  was  pre- 
ceded by  a social  hour  and  dinner  for  the  provisory 
members,  the  officers  of  the  Association,  the  Board 
of  Governors  and  special  guest  participants.  F’our- 
teen  physicians  were  presented  with  membership; 
certificates. 

Dr.  Michael  Gualtieri,  Chairman  of  Committee 
on  Credentials  and  Orientation  of  Whiterbury  pre- 
sided after  dinner.  .Speakers  explained  the  Organi- 
zation and  role  of  our  County,  State  and  American 
Medical  Associations.  Dr.  Samuel  Rentsch,  Presi- 
dent of  Connecticut  Medical  Examiners  Associa- 
tion and  Attorney  Fhank  Healey,  Jr.,  of  Waterbury 
touched  on  the  legal  aspects  of  medical  practice. 
The  latter  also  emphasized  the  relationship  which 
exists  between  the  Bar  and  the  Stethoscope. 

The  last  jjarticijjating  guest  was  the  Rev.  J.  C. 
Fanning,  Pastor  of  St.  John  of  the  Cross  in  Middle- 
bury.  F’ather  Fanning’s  understanding  approach  to 
the  problems  of  critical  illness  with  its  moments  of 
stress  and  anxiety  for  the  patient  and  his  family, 
made  a deep  impression  on  our  audience.  With  his 
benediction  a very  profitable  evening  came  to  a 
close. 

Respectfully  submitted, 

H.  A.  Levin,  m.d..  Clerk 
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In  Memoriam 


Doctor's  Office 


Edmund  J.  Brennan,  M.D.,  announces  the  reloca- 
tion of  his  office  for  the  practice  of  obstetrics  and 
gynecology  to  the  new  Medical  Building,  573  North 
Church  Street,  Naugatuck. 

Jachin  B.  Davies,  M.D.,  announces  the  removal 
of  his  office  for  the  practice  of  obstetrics  and  gyne- 
cology to  University  Towers,  100  York  Street, 
New  Haven. 

Benjamin  J.  Feola,  M.D.,  announces  the  opening 
of  an  office,  presently  on  Thuisdays  only,  for  the 
practice  of  obstetrics  and  gynecology  at  37  Com- 
merce Street,  Clinton. 

Victor  R.  Grann,  M.  D.,  announces  the  opening 
of  an  office  for  the  practice  of  internal  medicine 
with  subspecialty  of  hematology  and  oncology  at 
98  Hoyt  Street,  Stamford. 

Frederick  Kessler,  M.D.,  announces  the  reloca- 
tion of  his  office  for  the  practice  of  allergy  to  Uni- 
versity Towers,  100  York  Street,  New  Haven. 

Gerald  Krosnick,  M.D.  and  Stanley  R.  Lavietes, 
M.D.,  announce  the  association  of  Dr.  Carl  Cassin 
in  the  practice  of  obstetrics  and  gynecology  at 
2 Church  Street  South,  New  Haven  and  a new 
additional  office  at  299  Washington  Avenue,  Ham- 
den. 

John  F.  Paget,  M.D.,  Allan  F.  Bayless,  M.D.  and 
Harry  P.  Engel,  M.D.  announce  the  relocation  of 
their  office  for  the  practice  of  neurosurgery  to  the 
Columbia  Towers  Professional  Building,  50  Ridge- 
field Avenue,  Bridgeport. 


Special  Notices 


COURSE  IN  POSTGRADUATE  GASTROENTEROLOGY 
November  2,  3,  4,  1967 

The  American  College  of  Gastroenterology  announces 
that  its  Annual  Course  in  Postgraduate  Gastroenterology  will 
be  given  at  The  Biltmore  in  Los  Angeles,  Calif.,  on  Novem- 
ber 2,  3,  4,  1967. 

The  faculty  for  the  Course  will  he  drawn  from  the  medical 
schools  in  and  around  Los  Angeles.  The  subject  matter  to 
be  covered  in  the  Course,  from  a medical  as  well  as  sur- 
gical viewpoint,  will  be,  essentially,  the  advances  in  diagnosis 
and  treatment  of  gastrointestinal  diseases  and  a comprehen- 
sive discussion  of  diseases  of  the  esophagus,  stomach,  pancreas, 
liver  and  gallbladder,  colon  and  rectum.  In  addition  there 
will  be  individual  papers  and  films  of  interest. 

For  further  information  and  enrollment  write  to  the 
American  College  of  Gastroenterology,  33  AVest  60th  Street, 
New  York.  N.  Y.  10023 


Brewer,  Timothy  F.— West  Hartlord;  Yale  School 
of  Medicine,  1926.  Dr.  Brewer  was  a prominent 
internist  and  cardiologist  in  the  Hartford  area.  He 
was  on  the  medical  staffs  of  St.  Francis  and  McCook 
Memorial  Hospitals.  He  served  as  lieutenant  com- 
mander (Medical  Corps)  for  the  U.  S.  Naval  Re- 
serve during  World  War  II  in  California  and 
Japan.  He  was  also  examining  physician  for  Draft 
Board  #2  during  that  war.  He  was  a member  of 
the  Hartford  Medical  Society,  the  Hartford  County 
Medical  Association,  the  Connecticut  State  Medi- 
cal Society,  the  American  Medical  Association,  and 
the  American  College  of  Physicians.  Dr.  Brewer 
died  May  31,  at  the  age  of  65. 

Hamilton,  Charles  K.  — Brookheld;  Columbia 
College  of  Physicians  and  Surgeons,  1932.  During 
World  War  11,  Dr.  Hamilton  served  with  the 
Army’s  Nineth  Evacuation  Hospital,  organized  at 
Roosevelt  Hospital  in  New  York.  He  held  staff 
appointments  in  urology  at  French  and  Goldwater 
Hospitals,  Cornell  University  Medical  College, 
Bellevue  and  Doctors’  Hospitals,  all  in  New  York. 
He  was  an  attending  urologist  at  Danbury  Flospital 
and  senior  attending  urologist  at  Bellevue  Hospi- 
tal. He  was  certified  by  the  American  Board  of 
Urologists.  Dr.  Hamilton  held  teaching  appoint- 
ments at  both  Cornell  Medical  College  and  Bellevue 
Hospital.  He  was  a member  of  the  Danbury  Medical 
Society,  the  Fairheld  County  Medical  Association, 
the  Connecticut  State  Medical  Society,  the  Ameri- 
can Medical  Association,  the  New  York  County 
Medical  Association,  and  the  American  Urological 
Association.  Dr.  Hamilton  died  June  6,  at  the  age 
of  62. 

Heublein,  Gilbert  W.— Hartford;  Yale  School  of 
Medicine,  1934.  Dr.  Henblein  was  a noted  radiolo- 
gist and  businessman  in  the  Hartford  area.  He  was 
a member  of  the  senior  radiological  staff  at  Hart- 
ford Hospital  and  was  chief  radiologist  at  the  Insti- 
tute of  Living  in  Hartford.  Dr.  Heublein  was  a 
visiting  clinical  professor  of  radiology  at  the  Jeffer- 
son Medical  College  and  Medical  Center  in  Phila- 
delphia and  had  lectured  throughout  North  Ameri- 
ca. He  was  a member  of  the  Hartford  County 
Medical  Association,  the  Connecticut  State  Medical 
Society,  the  American  Medical  Association,  and 
was  a fellow  and  diplomat  of  the  American  College 
of  Radiology.  Dr.  Heublein  had  a major  interest 
in  the  ownership  of  the  family-founded  liquor  and 
food  company,  Heublein,  Inc.,  which  was  based  in 
Hartford.  Dr.  Heublein  died  May  27,  at  tbe  age 
of  58. 
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Beatniks:  Up,  Down  and  Off 

Cl  lICACiO— Not  all  beatniks  are  bad,  says  a 
|)sy(  hiatrist  in  a ( in  rent  Americ  an  Medical  Assoc  ia- 
tion ])id)lic  at  ion. 

In  Tac  t,  beatnikisin  may  be  just  another  way  lor  a 
teenager  to  find  groups  with  similar,  sympathetic 
interests  on  his  way  to  adidthood. 

Whiting  in  a recent  isstie  of  the  Archives  ol 
(General  Psychialiy,  jndtlished  by  the  A\f.\,  Jules 
Masserman,  M.D.,  classifies  beatniks  into  ihrec' 
gi  (Hips: 

Up-Heatniks— I he  best  ol  the  lot,  says  Dr.  Masser- 
man, who  is  professor  of  jjsychiatry  at  North- 
western University,  Evanston,  111.  Even  with  their 
occasional  beaicls,  tre.sses,  play-readings,  |jlacards, 
proclamations,  and  jjrotest  marches,  they  aie 
“basicallv  earnest,  energetic,  intelligent,  and  well 
intentioned.” 

I hey  are  ;i  help  “in  jModding  ns  oldsters  to  re- 
view our  smug  hyjtocrisies  and  revise  our  medieval 
( ustorns  and  conchict,’’  Dr.  Masserman  said. 

Down-beatniks— .\rtictilate  in  condemning  the 
inecjualities  and  injustices  of  society,  often  with 
some  courage  and  justification.  They  are  strident 
and  obnoxiotis  in  speech  and  mtinner,  but  the  otit- 
Icjok  for  their  imj:)rovement  is  often  favorable. 

“Whth  ftirther  maturity  and  increasing  wisdom, 
most  of  them  become  good  citizens,  competent  par- 
ents and  sometimes  even  staunch  Republicans,” 
said  Dr.  Ma.sserman. 

The  Off-beatniks— These  are  the  more  .seriously 
eiratic,  troubled,  and  trotible.soine  misfits.  Despite 
their  pretensions,  they  contribtite  little  that  is  trtily 
constructive  or  original  to  our  ctdture. 

What  makes  a beatnik?  The  teenager  is  looking 
for  “identity”  in  a w'orld  of  great  complexity.  Dr. 
Masserman  explained. 

“d'he  late  aclolescent  may  spread  himself  thin  try- 
ing to  be  simultaneously  a dutiful  child,  a brilliant 
scholar,  a winning  athlete,  a popular  leader,  a 
potent  lover,  a sedtictive  nymph,  a cynical  sophisti- 
cate and  a dozen  other  incompatible  alter  egos.” 

Mcrsl  yotingsters  seek  stattis  in  grotips  olfering 
support,  with  certain  patterns  of  dress,  modes  cjf 
speech,  and  stereotyped  musical  tastes. 

Dr.  Masserman  said  mcjst  stich  clicjues  are  harm- 
le,ss  and  may  even  be  beneficial  as  interim  experi- 
ences. He  cautions: 

“I’he  dividing  line  is  this:  When  an  adcjlescent 
becomes  so  immersed  in  extracurricular  activities  as 
to  neglect  his  education,  jjhysical  health  and 
broader  .social  develcipment,  or  when  he  advocates 
‘sjjorts’  that  endanger  others,  such  as  drag  racing,  oi 
when  he  jtromotes  ptiblic  obscenity,  sexual  ar- 
logance  and  physical  violence,  or  experiments  with 
excessive  amotints  of  alcohol  or  drtigs,  theti  therajjy 
is  necessary.” 


Tandearil* 

oxyphenbutazone 


Therapeutic  £/tecfs.'  Tandearil  is  a nonhormonal  compound 
which  may  rapidly  resolve  inflammation  and  help  restore 
normal  joint  function.  Its  action  does  not  affect  pituitary- 
adrenal  function  or  impair  immune  responses.  Its  value 
in  osteoarthritis  is  especially  noteworthy  because  this 
disorder  responds  inconsistently  to  steroids  and  is 
often  resistant  to  salicylates.  Further,  indomethacin  is 
limited  only  to  osteoarthritis  of  the  hip,  whereas  oxyphen- 
butazone is  effective  in  all  forms  of  the  disease. 

Contraindications:  Edema;  danger  of  cardiac  decompen- 
sation: history  or  symptoms  of  peptic  ulcer;  renal, hepatic 
or  cardiac  damage;  history  of  drug  allergy;  history  of  blood 
dyscrasia.  The  drug  should  not  be  given  when  the  patient 
is  senile  or  when  other  potent  drugs  are  given  concurrently. 

Warning:  If  coumarin-type  anticoagulants  are  given  simul- 
taneously, watch  for  excessive  increase  in  prothrombin 
time.  Pyrazole  compounds  may  potentiate  the  pharmaco- 
logic action  of  sulfonylurea,  sulfonamide-type  agents  and 
insulin.  Carefully  observe  patients  receiving  such  therapy. 
Use  with  great  caution  in  the  first  trimester  of  pregnancy. 

Precautions:  Obtain  a detailed  history  and  a complete 
physical  and  laboratory  examination,  including  a blood 
count.  The  patient  should  be  closely  supervised  and  should 
be  warned  to  report  immediately  fever,  sore  throat,  or 
mouth  lesions  (symptoms  of  blood  dyscrasia);  sudden 
weight  gain  (water  retention);  skin  reactions;  black  or  tarry 
stools  or  other  evidence  of  intestinal  hemorrhage.  Make 
regular  blood  counts.  Discontinue  the  drug  and  institute 
countermeasures  if  the  white  count  changes  significantly, 
granulocytes  decrease,  or  immature  forms  appear.  Use 
greater  care  in  the  elderly  and  in  hypertensives. 

Adverse  Reactions:  The  most  common  are  nausea,  edema 
and  drug  rash.  The  drug  has  been  associated  with  peptic 
ulcer  and  may  reactivate  a latent  peptic  ulcer.  Infre- 
quently, agranulocytosis,  or  a generalized  allergic  reaction 
may  occur  and  require  withdrawal  of  medication.  Stoma- 
titis, salivary  gland  enlargement,  vomiting,  vertigo  and 
languor  may  occur.  Leukemia  and  leukemoid  reactions 
have  been  reported  but  cannot  definitely  be  attributed  to 
the  drug.  Thrombocytopenic  purpura  and  aplastic  anemia 
may  occur.  Confusional  states,  agitation,  headache, 
blurred  vision,  optic  neuritis  and  transient  hearing  loss 
have  been  reported,  as  have  hyperglycemia,  hepatitis, 
jaundice,  and  several  cases  of  anuria  and  hematuria.  With 
long-term  use,  reversible  thyroid  hyperplasia  may  occur 
infrequently.  Moderate  lowering  of  the  red  cell  count 
due  to  hemodilution  may  occur. 

Dosage  in  Osteoarthritis:  The  initial  daily  dosage  in  adults 
is  300-600  mg.  in  divided  daily  doses.  When  improvement 
occurs,  dosage  should  be  decreased  to  the  minimum 
effective  level;  this  should  not  exceed  400  mg.  daily,  and 
is  often  achieved  with  only  100-200  mg.  daily. 

For  complete  details,  please  refer  to  full  prescribing 
information,  6562-VI(B)R 

Availability:  Tablets  of  100  mg. 


Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation 

Ardsley,  New  York 
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COMMENTS  ON  THE  1967  CONNECTICUT  PHYSICIAN'S  ART  EXHIBITION 


I In  general,  the  Art  Exhibit  seemed  well  received 
again  this  year.  There  were  96  art  works  entered, 
and  the  facilities  for  displaying  this  exhibit  were 
improved  over  last  year.  The  art  work  included  a 
ju  icier  range  of  media  this  year.  This  was  especially 
itrue  in  the  sculpture  section. 

I The  awards  given  were  as  follows: 

“BEST  IN  SEIOW”  went  to  Dr.  James  A.  Riley 
of  New  Haven.  This  was  an  untitled  oil  painting. 

JOHN  M.  FREIHEIT  AWARD  went  to  Dr. 
Ralph  Parker  of  Bridgeport  for  a water  color  en- 
titled “Serenity.” 

In  the  professional  category  the  first  prize  was 
won  by  Dr.  W.  VV.  Wright  of  AVest  Hartford  for  an 
oil  painting  entitled  “Mr.  Marks.” 

Second  Prize  to  Ester  McAlenney  of  Woodbridge, 
for  a water  color  entitled  “Eleurs  D’Ete.” 

Honorable  Mention  in  this  category  went  to 
Ruby  Gilman  of  Storrs,  Connecticut  for  a painting 
entitled  “Old  South  Wharf.” 

Amateur  Water  Color  ir  Pastels: 

First  Prize  went  to  Liesel  Braun  of  Trumbull  for 
a picture  entitled  “Fiesta.” 

Second  Prize  to  Dr.  Donald  Morrison  of  Hart- 
ford, entitled  “42°  39'  N-70°  41'  W.” 

Honorable  Mention  to  Dr.  John  Meyer  of  Put- 
nam for  a painting  entitled  “East  Gloucester.” 
Collages,  etc,  First  prize  went  to  Dr.  Beatrice 
Gordon  of  West  Hartford  for  “Frills  & Pills.” 
Second  Prize  to  Charlotte  Moss  of  Hamden,  for 
“Maine-ia.” 

Honorable  Mention  to  Justin  Gordon  of  West 
Hartford  entitled  “Sun  Tanning.” 

Black  & White  Category: 

First  Prize  Kathleen  VonGraevenitz  of  New 
Haven,  picture  entitled  “Marsh  Bird.” 

Second  Prize  to  Dr.  Nicholas  Giosa  of  Wethersfield 
“Lithographs  with  Words.” 

Ceramics  Aivard  to  Mrs.  Norma  Jonas  of  Fair- 
field  “For  Thanksgiving.” 

Sculpture— Professional  Category: 

First  Prize  to  Mrs.  Samuel  Rentsch  of  Derby, 
“Madonna  and  Child.” 

Sculpture— Amateur  Category: 

First  Prize  went  to  Mrs.  Ruth  Lidz  of  Wood- 
bridge,  entitled  “Egghead.” 

Second  Prize,  went  to  Dr.  Peter  Gram  of  Man- 
chester for  “Anlage.” 

Honorable  Mention  to  Philip  Corso,  M.D.  of 
Bridgeport  entitled  “14  Century  Plastic  Surgery.” 
Photography: 

First  Prize  to  K.  A.  Oster,  M.D.  of  Bridgeport 
entitled  “Water  Taxy.” 


Second  Prize  to  John  Woodworth,  M.D.  of 
Moosup,  entitled  “Menemsha  Harbor.” 

Honorable  Mention  to  K.  A.  Oster,  M.D.  Bridge- 
port, entitled  “Klong  Scene.” 

Children  Category: 

First  Prize  to  Harold  Gordon  of  W'est  Hartford 
entitled  “Fruit.”  (father  Yale  Gordon  M.D.) 

Second  Prize  to  Barry  Gordon,  ol  West  Hartford, 
entitled  “Snow  Flakes”  (father  Yale  Gordon  M.D.) 

Honorable  Mention  to  Wendy  Fairlee  ol  Hart- 
ford, entitled  “Summer.”  (father  C.  W.  Fairlee 
M.D.) 

Oil  Amateur: 

First  Prize  to  Kathleen  VonGraevenitz  of  New 
Haven,  entitled  “Lake  Michigan.” 

Second  Prize  to  Stewart  Petrie,  M.D.  of  Derby, 
entitled  “Evening  on  Spanish  Steps.” 

Honorable  Mention  to  Morton  Glasser,  M.D.  cjf 
Lebanon  entitled  “Seated  Woman.” 

Oil  Beginners: 

First  Prize  to  Norma  Jonas  of  Fairfield,  entitled 
“Venice.” 

Second  Prize  to  Lillian  Della  Selva  of  Bridgeport, 
entitled  “Farm  in  Winter.”  (Mother  of  Mrs.  An- 
thony Cipriano,  Hamden,  the  incoming  Pres,  of 
Woman’s  Aux.  to  Connecticut  State  Medical  So- 
ciety). 

The  judges  were: 

Gail  W.  Martin— Plot,  of  Art— Hartford  Art  School 
of  the  University  of  Hartford.  Mem.  Conn. 
Water  Color  Soc.,  and  Conn.  Academy  of 
Fine  Arts. 

Mitchell  Pappas— Assoc.  Prof.  Fine  Arts— Trinity 
College,  Member  Conn.  Water  Color  Society 
and  Conn.  Academy  of  Fine  Arts. 

Ethel  Stauffer— Hamden  Painter  & Teacher— Past 
Pres.,  New  Haven  Paint  & Clay  Club,  also 
member  Conn.  Academy  Fine  Arts,  and 
Penna.  Academy  of  Fine  Arts. 

The  Art  Association  wishes  to  thank  all  those  con- 
cerned, especially  the  Connecticut  State  Medical 
Society,  and  Woman’s  Auxiliary,  and  a thank  you 
is  also  extended  to  the  New  Haven  County  Medical 
Association  for  their  presentation  of  the  “Freiheit 
Award.”  It  should  be  known,  that  the  Art  Com- 
mittee is  quite  receptive  to  any  suggestions  re- 
garding improvement  of  the  show  and  its  format. 
It  seems  to  be  the  feeling  of  the  Art  Association,  as 
well  as  many  others,  that  interest  and  attendance  at 
the  State  Society  meeting  is  improved  by  this  Art 
Show. 

Stewart  J.  Petrie,  m.d.  President 
Connecticut  Physicians  Art  Association 
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NEW  BOOKS  IN  REVIEW 


THE  THYMUS:  Experimeiiliil  nnil  Clinical  Slutlies. 

C.iha  Foundation  Syinposiiini.  Edited  by  C.  E.  R . 
\\  olstenbohne,  (Eli.E.,  M.A.,  F.R.C.F.,  h.l.  tiiol,  and 
Ruth  Porter.  M.R.C.P.  Little.  Rrown  and  Company, 
Roston.  1966.  iy38  pp.  with  96  illustrations.  $13.00. 

Reviewed  by;  lOl'lS  H.  XAHl’M 

I be  symposium  was  held  iii  Melbourne,  Australia.  It 
should  bel[>  greatly  the  undeistauding  of  the  tinmus  and 
bow  the  subjet  t may  be  taught  and  also  eoutribute  to  stieii- 
tists  doing  research  on  this  crucial  std)ject.  It  should  be  em- 
pluisi/ed  that  the  symposium  was  held  in  .August  of  196.5 
and  since  then  mutb  new  material  has  appeared  such  as 
I’lofessor  .\.  Whites  work  on  thymosin,  a thymic  hormone 
ctuising  Ivmphocvte  pioliferation  as  well  as  tin  inhibitor  of 
lymphocyte  prolifeiiition;  work  which  will  have  far  reathing 
basic  sticnce  and  tlinical  implications.  I hen  also  there  is 
A'an  de  A'eldc  and  I riedman's  study  on  thymic  myoidzellen 
in  myasthenia  gravis  tvhich  has  recently  appeared. 

Hut  one  does  lind  here  many  crucial  suggestions  about  the 
thymus,  lor  example  this  gland  is  the  center  of  lymphoid 
cell  piolifeiation.  I.ymphoid  cells  emerge  from  the  tlumus 
and  migrate  to  second  level  lym|)hoid  organs.  The  outilow 
of  these  cells  repre.sents  the  main  or  only  .source  for  the 
introditetiou  of  new  immune  patterns  in  the  organism. 
I’lasma  cells  may  he  derived  from  lyin])hocytes  through 
itutigenic  stimulation  or  some  etpdralcnt. 

I he  twenty-six  tontrihutors  arc  wot  Id  lamous  ;iud  one 
Sit  Mticfaiiane  llitrnet  a Xohel  pi  ize  winner.  I here  are 
stimulating  discussions  after  eath  |tapcr  and  an  excellent 
summarv  of  the  whole  work  Ijy  Burnet. 

APPRAISAL  OF  CURREIST  COI\CEPTS  //V  A!\ES- 
THESIOLOCY,  Volume  3.  Edited  hy  John  Adriani, 
M.H.,  Professor  of  Surgery,  Tulane  University  School 
of  Medicine.  I\ew  Orleans,  l^ottisiana.  The  C.  I . Mt>s- 
hy  Company.  St.  I.ouis,  1966,  pp.  322,  cloth  $10.H3. 

Reviewed  hy;  JOHX  1).  Ml'RI’lIV 

I his  \olume  in  manual  form  was  tompiled  hy  memhers 
of  the  .Vneslhcsia  l)e])artmcnt  of  Charity  Hospital,  Xew 
Orleans,  Louisiana  tinder  Dr.  )ohn  .Adriani.  The  topics  ])ie- 
sented  are  in  the  form  of  review  summaries  of  the  literature 
as  were  those  contained  in  the  first  two  volumes  of  this  hook, 
fifty  subjects  are  here  trcatctl  hv  twenty-eight  contrihutors, 
an  expansion  of  lire  o\cr  the  precious  editions. 

I he  suhjett  matter  of  eath  treatise  is  a toiulensation  of 
the  rctent  medical  literature  on  said  topic  hlentletl  with  (in 
iiitist  ca.ses)  a brief  historical  reciew  and/or  basic  introduc- 
titm.  Lath  has  a limitetl  hihliography,  although  most  refer- 
ences are  faiilv  tiirreiU. 

I he  first  tltizen  thapters  tleal  with  piilmtmary  jiliysitiltigy 
anti  iispctts  of  inhalation  therajry.  1 he  remainder  range  Irtim 


iintineoplastit  drugs  anti  anesthesia  to  the  time-wtnn  physi- 
tiltigic  changes  tif  pregnancy.  .Scatteretl  altmg  the  wav  are 
seceral  ext  client  tiiscu.ssitms,  inclutling  a tin  ee-t  haptcr  series 
on  uptake,  tlistrihutitm  anti  elimination  of  \tilatile  anes- 
thetics, a chapter  tm  cartliat  tlefihrillatitm  and  cartlitiversion, 
and  a brief,  hut  timely  section  on  fihrinolysins  anti  anti- 
(ihrinolvsins. 

W hile  far  from  an  exhaustice  review  of  any  of  the  topics 
incluticti.  this  cohtme  woiilti  seem  tt)  fill  nicely  the  need 
for  u])tlating  the  literature  in  the  realm  tif  mam  anesthetic 
and  para-anesthetic  [utihlcms.  .Such  a compilatitm  of  reviews 
t)f  subjects  that  are  tif  particular  interest  to  anesthesitiltigisls, 
that  inclutle  the  early  :is  well  as  the  ctirrent  thinking  is  a 
reatly  source  tif  cahtahic  inftirmation. 

This  hantly  little  lititik  is  well  hound  with  easily  rcatlahle 
tyjie  anti  shtiuhl  he  within  easy  reath  tif  every  jiratticing 
anesthesitikigist.  .As  a ctimpanion  tti  the  Aearhtiok  anti  Sur- 
veys of  Anesthesia,  A’olumc  4 of  ”4:11116111  Conceiits”  should 
he  warmly  welcometl  on  its  piihlication. 

GRAY'S  AM  ATOMY  hy  Charles  M.  Goss,  M.H..  Lea  & 

Febiger,  Philadelphia.  1966,  2H  edition,  1182  illus- 
trations, 1464  itages.  $22.30. 

Rcvicwetl  hy:  LOUIS  II.  XAHUM 

Ibis  “Bible  of  Metlitine”  now  one  huntlretl  anti  eight 
yetirs  old  is  actually  new.  Leery  page  has  been  rewritten  Iti 
some  extent  so  that  it  is  jiraciitally  a new  htiok.  I'he  new 
Xtimina  Anatoma  has  been  atloptctl.  Don  .Alvaratlo's  art 
shows  itself  in  many  drawings  anti  atlajitatitiiis  tif  tithers 
frtmi  the  literature  with  new  labels  anti  pictorial  initials  be- 
ginning each  thapler  so  that  this  hook  is  motiein,  fresh  anti 
ticar. 

4 he  authtir  has  increasetl  e])tin\ms  largely  tti  maintain  an 
clement  tif  histtiry  of  itleas  for  those  teachers  tif  anattimy 
that  have  a strting  feeling  ftn  metlical  histtiry. 

Lids  ctlititin  like  the  first  tine  in  185S  shtiws  a ttinlinuing 
special  elftirt  It)  tirgauize  the  material  in  a wav  that  can  he 
atloptetl  ftn  stiitly  in  any  tlegicc  tif  tlepth.  Even  what  is  left 
tint  in  ahhreviatetl  ctiurses  in  anattimv  is  here  available  tlur 
ing  the  course  anti  is  alsti  accessible  ftn  review  when  a stu- 
tlent  is  preparing  ftir  an  examinatitin. 

Lliere  are  certain  spetial  features  in  this  etlition  such  as 
a rewriting  of  lymphalits  and  reins,  phottigraphs  of  Dr.  Jtihn 
(.ouigott  in  the  t haptcr  on  surface  anattimy.  1 he  entire 
liotik  has  been  reset  with  new  type  in  a two  ctilumn  ftirmat. 

In  every  lespett  this  is  the  best  ctlititin  jmhlished  .so  far 
ctintaining  emhrytilogy  and  developmental  anattnny  as  well 
as  heatitiftil  thawings  in  color.  It  has  been  a hihle  for 
thtiusantls  tif  stutlcnts  for  over  a century  anti  remains  a 
wonderful  item  for  student  ;mtl  jihysician  for  today  anti 
ttimorrtiw. 
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IUSCUL.4R  AFFEREI\TS  A^D  MOTOR  CONTROL, 
Nobel  Symposium  /.  Edited  by  Gagnar  Granit.  John 
W iley  & Sons,  Netv  York,  London  and  Sydney,  1966, 
466  pp.  $20,00, 

Reviewed  by:  LOUIS  H.  NAHUM 

The  1st  Nobel  Symposium  is  an  experiment  which  all 
ope  will  flourish  and  prosper.  It  keeps  the  number  of  active 
articipants  modest,  the  subject  reasonably  restricted  and  a 
ireful  matching  of  participants  to  subject  matter.  Several 
nportant  contributions  to  financing  this  adventure  made 
: possible.  The  Swenska  Handelsbanken  made  an  extremely 
andsome  offer  of  placing  at  the  disposal  of  the  Symposium 
Sodergarn”  a center  of  recreation  and  residential  courses 
n the  island  of  Lidingo,  twenty  minutes  by  car  from  Stock- 
olm.  Sodergarn  provided  the  Symposium  with  board  and 
idgings,  a lecture  hall,  conference  rooms,  lovely  weather, 
pen  country  and  delightful  walks  along  the  shore  of  the 
iskrikefjord. 

The  time  of  this  Nobel  Symposium  links  up  with  one 
eld  in  1961  at  Hong  Kong  on  Muscle  Receptors  and  this 
fobel  effort  included  "Motor  Contror  meaning  the  role  of 
he  central  nervous  system.  A comparison  of  the  two  sym- 
losia  held  five  years  apart  shows  that  a great  deal  has  been 
dded  to  the  subject,  new  experiments,  fresh  ideas  and  con- 
[ructive  thinking.  The  discussion  however  was  limited  for  the 
lost  part  to  connecting  muscle  spindle  anatomy  with  re- 
ent  physiological  work. 

We  all  hope  of  course  that  discussing  physiological  facts 
nd  theories  as  is  done  in  this  excellent  volume  will  lead  to 
letter  medical  treatment  and  the  ideas  presented  in  this 
look  should  help  physiologists  to  suggest  to  medical  colleges 
s well  as  pursue  the  meaning  of  these  basic  ideas  to  their 
pplication.  However,  for  the  present,  this  book  belongs  on 
he  shelf  of  neurophysiologists  and  the  occasional  neurologist 
ike  Dr.  Gilbert  Glaser  of  Yale,  a participant  in  this  sympo- 
ium  who  should  be  the  bridge  between  basic  science  and 
iractical  medicine. 

ZLINICAL  MANAGEMENT  OF  BEHAVIOR  DIS- 
ORDERS IN  CHILDREN,  Harry  Bakwin  and  Ruth 
Morris  Bakwin,  3rd  edition,  W,  B,  Saunders  Com- 
pany, Philadelphia  and  London,  1966,  652  pp,,  illus- 
trated, $14,50, 

Review  by:  LOUIS  H.  NAHUM 

■fhe  general  jrlan  in  this  edition  is  unchanged  over  that 
if  1960.  The  chapter  on  child  development  and  the  section 
m developmental  disorders  have  been  greatly  expanded  be- 
:ause  of  its  wide  influence  on  childhood  behavior.  There  is  a 
bibliography  at  the  end  of  each  chapter  but  very  few  new 
)nes  have  been  added  since  the  1960  edition.  Past  contribu- 
;ions  to  this  extremely  important  field  came  primarily  from 
asychoanalysis,  psychiatrist,  psychologist,  the  social  worker, 
teacher  and  of  course  the  worried  parent.  Apparently  the 
Bakwins  who  are  pediatricians  have  bypassed  psychoanalysis 
in  this  volume  since  the  whole  area  of  ego  psychology,  in- 
itinct,  the  oedipus  complex,  the  nature  of  aggression  re- 
ceives hardly  any  treatment. 

It  is  true  that  a variety  of  new  developments  have  under- 
mined what  was  thought  of  as  a unifi'ed  theory  of  behavior. 
The  animal  behaviorist,  the  geneticist,  the  learning  theorist. 


the  developmental  neurologist,  the  experimental  psychologist 
and  above  all  the  pediatricians  have  opened  anew  and 
brought  some  understanding  to  human  maturation  and  be- 
havior. There  is  now  increasing  attention  to  critical  periods, 
imprinting,  motivation  learning,  the  functional  development 
of  language  and  these  have  weakened  the  rigid  mold  into 
which  ego  psychology  brought  the  problem  of  behavior  dis- 
order in  children. 

The  field  of  behavior  disorders  in  children  as  a specialty 
in  Pediatrics  is  increasingly  based  on  the  fact  that  early 
recognition  and  treatment  of  such  illnesses  can  alleviate 
symptoms  and  may  possibly  go  far  toward  helping  the  child 
to  a happier  and  more  effective  adulthood.  This  may  be  be- 
cause workers  in  the  field  are  developing  a better  under- 
standing of  the  broader  biologic  basis  of  behavior.  It  is 
proper  that  more  emphasis  should  be  placed  on  the  preven- 
tive aspects  of  illness.  Most  child  psychiatrists  agree  that 
learning  and  motivation  is  a complex  of  genetic  factors, 
physiologic  25iocesses,  environment  and  social  exposures  and 
on  the  maturation  and  timing  of  crucial  events  in  the  life 
of  the  individual.  The  problem  of  the  underprivileged  child, 
the  scholastic  underachiever,  the  mentally  retarded  child, 
the  juvenile  delinquent  and  a host  of  behavior  problems  are 
recognized  and  dealt  with  by  the  authors  in  a wise  manner 
obviously  the  result  of  long  and  careful  experience.  It  is 
comfnehensive  and  full  of  common  sense. 

If  no  basic  frhilosojrhy  and  unified  concefrt  is  apjrarent  it 
is  because  we  still  labor  with  serious  gaps  in  our  basic  in- 
formation about  the  develoiring  child.  The  Bakwins  have 
showir  us  however  that  enough  is  known  to  Ite  usefid  in 
our  understanding,  diagnosis  and  management  of  many  of 
the  behavior  problems  of  childhood.  The  book  reads  so 
easily,  the  sentence  structure  so  lucid  that  many  of  the 
sections  coidd  readily  be  understood  by  the  jrarent  as  well 
as  the  physician. 
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Books  received  for  review  are  acknowledged  in  this 
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Physiology  of  Muscular  Exercise.  Edited  by  Carleton  B. 
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M.D.  American  Heart  .\s.sociation,  Monograph  Number  Six- 
teen, 1967.  243  jrp.  $3.00. 
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The  Future  of  the  AMA  Group  Disability  Insurance  Program 

Several  months  ago,  some  10, ()()()  members  enrolled  in  the  AMA’s  Liletime  Benefits  Disability  Insiiraiue 
Program  were  notified  that,  as  of  August  ,S1,  1967,  the  five-year  agreement  between  AMA  and  the  Con- 
tinental (iasiialty  Insiiranee  Company  would  expire  and  would  not  he  renewed  by  C(dC  unless  extensive 
revisions  in  the  program  were  effected.  One  such  revision  would  cancel  the  policies  now  held  liy  many 
older  members  of  the  ,\sso(  iation,  and  make  it  impossible  for  many  other  members  to  enroll  in  the  fntiirc. 
file  Board  of  rrnstees  relerretl  this  matter  to  the  House  oi  Delegates  for  study  and  recommendation, 
and,  on  jnne  22,  1967  at  .\tlantic  City,  tlie  House  adopted  the  lollowing  Refereiue  (Committee  Rejiort 
which  is  to  be  implemented  liy  the  Board. 


American  Medical  Association 
House  of  Delegates 

Report  of  Reference  Committee  I 
Presented  by:  Norman  H.  Gardner,  M.D.,  Chairman 

.Mr.  Sjieaker  and  Members  of  the  House  of  Dele- 
gates: 

Your  Reference  Committee  commends  the  Board 
ol  rrnstees  for  its  ol)jecti\ eness  and  willingness  to 
seek  the  ad\  ice  and  guidance  of  the  House  of  Dele- 
gates in  a matter  of  great  personal  interest  affecting 
more  than  forty  thon.sand  participants  in  the 
.\M,\  Memliers  Cfronp  Disaliility  Insurance  Pro- 
gram. fn  open  hearings  your  Reference  Committee 
received  the  testimony  of  numerous  representatives 
of  insurance  carriers,  actuaries,  brokers,  members  of 
the  .Association,  delegates,  and  members  of  the 
Board  of  I’rustees.  .Some  of  the  testimony  was 
conflicting.  \V9iiIe  it  was  stated  that  the  jjresent 
program  is  actuarially  unsound,  your  Reference 
Committee  was  inijnessed  by  the  fact  that  other 
testimony  stated  that  any  unsoundness  that  existed 
could  be  corrected  by  an  active  jn'omotional  pro- 
gram aimed  at  adding  a substantial  number  of 
stilrscribers  to  the  program.  'Phe  heavy  weight  of 
evidence  as  noted  in  the  Reference  Committee 
hearings  would  indicate  that  a large  majority  of 
this  House,  representatives  of  their  state  associa- 
tions and  constituent  societies,  would  lavor  the  con- 
tinuation of  the  program  as  presently  constituted 
as  to  ])remiums  and  benefits.  In  executive  session, 
your  Reference  Committee  gave  careful  considera- 
tion to  all  projjosals  and  suggestions  that  were 
offered,  't  our  Reference  Committee  has  reservations 
abtnit  a condition  that  the  contract  be  mutuallv 
binding  upon  both  parties  for  a period  of  five  years. 
Howeser,  it  believes  that  any  pitfalls  can  be  mini- 
mi/ed  by  the  adoption  of  appropriate  safeguards. 
•Such  .safeguards  should  establish  the  control  of  the 
Board  of  rrnstees  or  its  designee  over  the  program. 

Your  Reference  Committee,  therefore,  recom- 
mends that  the  House  of  Delegates  authori/e  the 
Board  ol  Trustees  to  follow  the  second  alternative 
in  Report  P and  make  every  effort  to  continue  the 


.\M.\  .Members  Ciroup  Disability  Insuraiue  Pro- 
gram with  the  same  jnemium-benefit  structure. 

It  also  lecommends  that  the  House  of  Delegates 
approve  the  following  guidelines  to  aid  the  Board 
ol  rrnstees  in  negotiating  and  executing  the  ne- 
ce.ssary  contracts  and  in  the  future  operation  of  the 
program. 

1.  I he  contract  should  provide  ample  asstirance 
that  disability  claimants  will  be  treated  eejuit- 
ably  and  justly.  It  should  also  assure  the  con- 
tinuation ol  a sound  program  under  the  super- 
\ ision  ol  the  Board  of  I'rustees. 

2.  I he  carrier  should  guarantee  benefits  and 
premiums  lor  a period  cjf  at  least  five  years  in 
order  to  assure  the  stability  of  the  program. 

Promotional  literature  should  be  approved 
in  advance  by  the  Board  of  rrnstees  or  its  de- 
sigtiee.  .Such  literature  may  be  distributed  in  the 
name  ol  the  tarrier,  the  administrator,  or  the: 
Board  ol  t rustees  or  its  designee.  .All  measures 
within  the  bounds  of  dignity  and  ethics  should 
be  utilized  to  promote  the  program. 

1.  .\  continuous  on  going  review  of  the  entire i 
program  shoidd  be  maintained.  I'he  insureds 
and  other  mendjers  ol  the  .AM, A should  be  made 
aware  that  such  an  (rngoing  review  may  reveal 
in  the  luture  the  nece.ssity  for  a revision  of  the 
program  at  the  end  of  the  five-year  period. 

5.  fid'ormation  regarding  the  operation  of  the 
program,  its  financial  aspects  and  the  processing 
of  claims  shcjuld  be  available  to  the  Board  of 
Trustees  for  its  review  at  any  time. 

6.  I'lie  .AM.A  Disability  Insurance  Review  Com- 
mittee should  be  continued  and  should  provide 
a mechanism  for  claims  review. 

Your  Reference  Committee  recommends  that  the 
House  of  Delegates  reaffirm  its  confidence  in  the 
discretion  of  the  Board  of  Irustees  in  applying 
these  guidelines  as  an  aid  in  negotiating  the  most 
favorable  contract  for  the  benefit  of  members  of 
the  .American  Medical  .Association. 
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MEDICAL  NEWS 


AMA  Evaluates  Oral  Contraceptives 


Oral  contraceptives  have  caused  some  adverse  re- 
actions, but  no  really  serious  side  effects  can  yet 
be  attributed  directly  to  their  prolonged  use,  says  a 
report  of  the  Council  on  Drugs  of  the  American 
Medical  Association  in  the  current  Journal  of  the 
AMA. 

Further  study  is  needed  of  the  oral  contracep- 
tives’ complex  biochemical  effects,  the  Council 
said. 

fn  the  meantime,  the  physician  has  been  given 
an  “uneasy  responsibility.”  He  must  use  his  pro- 
fessional judgment  and  be  apprised  of  latest  drug 
information  when  prescribing  these  pharmaceutic 
preparations  in  order  that  his  patients  may  derive 
their  full  benefits. 

This  has  broadened  the  meaning  of  therapeutics, 
the  Council  pointed  out.  I’hese  drugs  are  given  to 
healthy  people,  not  sick  ones,  and  “any  possible 
hazards  connected  with  their  use  must  be  weighed 
against  their  expected  benefits,  perhaps  more 
critically  than  has  ever  been  the  case  before.” 

“A  variety  of  adverse  reactions  to  the  oral  con- 
traceptives have  been  described.  Some  of  these  ef- 
fects . . . are  unquestionably  drug-related;  fortunate- 
ly, most  of  these  are  not  of  a serious  nature,  al- 
though they  may  be  annoying  to  the  patient. 

“More  serious  effects  that  have  been  ascribed  to 
these  preparations  are  seen  rarely,  and  causal  re- 
lationships have  not  as  yet  been  established,  the 
report  said. 

Some  of  the  side  effects: 

Breakthrough  bleeding  or  spotting  appears  to 
be  somewhat  greater  with  the  combination  pio- 
gestogen-estrogen  type  of  contraceptive  piepaia- 
tion;  its  occurrence  with  the  newer,  sequential-type 
preparations  usually  is  related  to  missed  doses.  The 
frequency  of  breakthrough  bleeding  with  the 
progestogen-estrogen  combinations  tends  to  dimin- 
ish with  successive  cycles  of  therapy. 

Failure  of  menstrual  bleeding  may  occur  with  all 
oral  contraceptives.  The  frequency  varies;  when 
it  occurs,  the  next  cycle  of  treatment  is  begun  seven 
days  after  the  last  tablet  was  taken. 

The  failure  of  menstrual  bleeding  after  two  con- 
secutive cycles  may  indicate  a possible  pregnancy. 

Decreased  glucose  tolerance  has  been  reported 
in  women  receiving  the  progestogen-estrogen  com- 
binations; diabetic  responses  to  glucose  tolerance 
tests  and  worsening  of  diabetic  conditions  also 
have  been  reported.  It  is  likely  that  similar  effects 
may  be  produced  by  the  sequential  preparations, 
although  definitive  information  is  lacking. 

There  is  no  proof  that  oral  contraceptives  cause 
circulatory  complications;  however,  physicians 


should  use  care  in  prescribing  them  for  women  with 
vascular  disease  until  more  information  is  available. 

Central  nervous  system  and  ocidar  complications 
have  been  ascribed  to  these  preparations.  “Al- 
though evidence  is  not  sufficient  to  establish  a 
cause-and-effect  relationship,  therapy  should  be 
stopped  and  the  status  of  the  patient  carefully  eval- 
uated if  any  symptoms  or  signs  suggesting  cere- 
brovascular or  ocular  changes  appear,”  the  report 
said. 

Headache  may  occur  with  any  of  the  prepara- 
tions. Nervousness,  irritability,  lethargy,  and  de- 
pression have  all  been  attributed  to  oral  contracep- 
tives. 

“These  symptoms  are  influenced  by  many  emo- 
tional factors  and  occasionally  may  cause  the  pa- 
tient to  discontinue  medication,”  the  report  said. 
“On  the  other  hand,  preexisting  similar  complaints 
may  be  relieved  in  some  patients  when  they  are 
taking  oral  contraceptives,” 

Abnormalities  in  liver  function  tests  have  been 
observed,  but  such  changes  usually  are  not  clinical- 
ly significant.  “Although  changes  in  liver  fiumtion 
may  he  expected  to  be  reversed  when  the  medica- 
tion is  discontinued,  caution  is  necessary  when  oral 
contraceptives  are  used  in  patients  who  have  a his- 
tory of  impaired  liver  function,”  the  report  said. 

Excessive  weight  gains  have  been  reported  in 
some  women,  mostly  in  association  with  the  older 
contraceptive  preparations  that  contain  larger  doses 
of  estrogen.  The  lower  dose  preparations  are  less 
likely  to  produce  significant  weight  changes. 

Nausea  has  been  a frequent  complaint  during  the 
first  cycles  of  therapy,  but  usually  diminishes  as 
therapy  is  continued. 

“The  possible  relationship  of  oral  contraceptives 
to  cancer  is  controversial,”  the  report  said.  “Theo- 
retically, some  risk  is  incurred  with  prolonged 
estrogen  therapy;  however,  extensive  studies  have 
revealed  no  evidence  of  carcinogenesis  in  associa- 
tion with  the  use  of  oral  contraceptives.” 

Oral  contraceptives  are  of  two  types:  the  proges- 
togen-estrogen combinations,  introduced  in  1960, 
and  the  secpiential  preparations,  introduced  in 
1965. 

All  of  the  progestogen-estrogen  combinations  are 
used  in  the  same  way;  counting  from  the  first  day 
of  menstruation,  a single  daily  close  is  taken  from 
the  5th  through  the  24th  day  of  the  cycle.  With- 
drawal bleeding  usually  occurs  within  three  to 
four  days  after  the  last  dose. 

“The  progestogen-estrogen  combinations  are  the 
most  effective  medical  means  for  preventing  con- 
ception yet  devised.  The  available  data  indicates 
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lliat  pregnancy  will  occur  in  less  than  1 jjer  cent 
ol  women  who  use  this  method  jjrojreily,”  the 
report  said. 

I he  secjiiential-type  cjral  contraceptives  are  given 
lor  20  or  21  days  in  each  treatment  cycle,  depending 
upon  the  prepartition.  Counting  from  the  first  day 
ol  withdrawal  bleeding,  the  estrogenic  component 
is  l<"tken  in  a single  daily  close  lor  15  or  16  clays  from 
the  ath  through  the  19th  or  20th  day  ol  the  cycle. 
I he  mixture  ol  the  estiogen  and  the  jrrogestogen 
is  taken  for  the  next  five  clays.  Withdrawal  l)leeding 
usually  begins  two  to  five  days  after  completion  of 
the  cycle  of  medication. 

“.Mthough  the.se  preparatiems  also  are  highly  ef- 
lective,  the  available  inlormation  indicates  that 
strict  adherence  to  the  treatment  schedule  is  more 
critical  than  is  the  ctise  with  the  progestogen-estro- 
gen combinations,”  the  report  said.  “In  the  major- 
ity ol  cases  of  re])orted  pregnancies,  the  jjatients 
mi.s.sed  taking  tablets  during  the  period  of  estrogen 
;idministration. 

Supplementary  Oxygen  Improves 
Hemiplegic  Rehabilitation 

When  supplementary  oxygen  is  given  to  stroke 
patients  with  left  hemiplegia  (left-side  paralysis), 
some  ol  the  j>hysic;tl  and  menttd  impairments  tisso- 
ciatetl  with  hemijdegia  are  temjrorarily  alleviated. 

.Amelioration  ol  the  characteristic  fatigue  and 
conlusion  of  hemiplegia  makes  rehabilittition  an 
easier  task,  reported  a grou])  of  investigators  from 
New  York  Lhiiversity  Medical  Center,  New  York 
City. 

The  report  by  Albert  Haas,  M.D.,  Yehuda  Ben- 
^’ishay,  Ph.l).,  and  Leonard  Diller,  Ph.D.,  was  pre- 
sented at  a scientific  session  of  the  Americiin  Med- 
ical .Association’s  116th  Anniual  Convention. 

Investigations  conducted  by  Dr.  Hatis  and  his 
colleagues  sustained  a hypothesis  that  the  easy  fatig- 
ability and  imj)aired  mental  functioning  of  hemi- 
plegic patients  is  partially  ctiused  by  chronic,  low- 
grticle  hypoxemia  (oxygen  hunger).  The  hypoxemia 
is  ti.sstimed  to  lesidt  from  the  ptirtial  impairment 
ol  respiratoiy  function  after  the  stroke. 

rite  study  was  carried  out  with  98  patients  at 
the  Institute  ol  Rehabilitation  Medicine,  New 
^'olk  University  Medical  Center.  All  the  ])atients 
had  sidleied  a cerebral  vascular  accident  in  the 
right  side  ol  the  brain,  residting  in  left-sided  paraly- 
sis, and  all  were  undergoing  rehabilitation.  Patients 
with  right  hemiplegia  were  excluded  from  the 
study  because  of  the  high  incidence  of  communica- 
tion difficulties  among  them. 

A number  of  {jhysiological  and  j^sychological 
tests  were  administered  in  the  laboratory,  with 
each  patient  undergoing  the  fidl  battery  of  tests 
three  times. 

I he  first  series  of  tests  jjrcivided  baseline  scores; 


the  second  series  was  t un  while  the  jratients  inhaled 
100  ])er  cent  oxygen;  the  third  test,  without  oxygen, 
served  as  a control  and  to  indicate  any  remission  in 
symjHoms  due  tcj  oxygenation. 

Physiological  testing  indicated  various  degrees  ol 
impairment  in  pnhnonary  functioning,  blood  gas 
composition,  clilfusion  and  jrerfusion.  I'he  patients 
had  abnormally  high  respiratory  lates,  and  their 
oxygen  consmnjnion  during  exercises  was  50  per 
cent  higher  than  in  a comparable  grouj)  of  healthy 
jrer.sons. 

M;my  of  the  functional  distmbances  were  miti- 
gated while  the  jxitients  breathed  100  per  cent 
oxygen,  the  iirvestigators  said,  .\melioration  did 
not  extend  signifrcantly  beyond  the  time  of  active 
oxygen  iidialation. 

Psychological  studies  showed  th;it  oxygen  inhala- 
tion improved  significantly  the  ability  of  many 
patients  to  perform  tasks  involving  sensory  pei'cep- 
tu.il  and  sensory  motor  functions.  Verbal  perfenm- 
ances  did  not  improve  under  oxygenation. 

Allergist  Describes  Investigations 
New  Concepts  Of  Hay  Fever 

An  allergist’s  continuing  investigation  of  hay 
level  and  its  mechanisms  have  led  him  to  some 
unicpie  concepts  of  the  disease,  w’hich  he  shared 
with  jrhysicians  at  the  annual  convention. 

Speaking  at  a scientific  session  of  the  American 
Medical  Association’s  116th  .Annual  Convention, 
John  I . Connell,  AI.l).,  said  he  hticl  evidence  to 
indicate  that: 

(1)  ’Lire  initial  or  “jrriming”  exposure  to  pollen 
at  the  beginning  of  hay  lever  setison  takes  jrlace 
only  in  the  nose;  it  is  not  a systemic  innnunologic 
response  as  sometimes  supposed.  When  one  nostril 
ol  a ]>atient  is  “primed”  with  pollen  every  day  for 
five  days,  while  the  other  nostril  is  closed,  hay  fever 
symptoms  cleveloj)  in  the  “primed”  but  usually  not 
the  tmjrrimed  side  of  the  nose. 

(2)  'Phe  priming  effect  is  reversible;  when  a 
patient  is  exjrosed  to  pollen  in  the  laboratory  every 
clay  lor  five  days,  itr  clecreasitrg  closes,  a very  small 
arrroutrt  of  jjollen  otr  the  fifth  day  is  capable  of 
elicitirrg  .severe  hay  fever  sytnptonrs.  After  two  more 
days  without  pollen  exposure,  however,  even  a large 
polletr  close  is  rehrtively  irrtrocuoits,  indicatirrg  that 
nasal  reactivity  has  lajrsecl.  I'he  reversibility  of' 
nasal  reactivity  appears  to  be  related  to  the  dura- 
tion ol  exposure  to  pollen;  thus,  in  patients  ex-, 
IJosecl  to  environmental  ragweed  jrollen  every  clay, 
during  the  ragweed  season,  the  reversal  of  the! 
priming  effect  reejuires  three  to  six  weeks. 

(3)  I'he  priming  effect  is  not  sjrecific  for  any  one 
kind  ol  pollen;  when  a patient’s  ncjse  is  primed 
with  one  type  of  jrollen,  it  becomes  hyper-reactive 
to  all  other  airborne  antigens  to  which  the  jxatient 
is  allergic. 
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^arafon  Forte  helps  to  relieve  pain, 
restore  mobility  . . . stop  pain-spasm  feedback 

Here  is  why.  Parafon  Forte  provides : 

a nonsalicylate  analgesic  equal  to  aspirin  for  the  relief 
of  pain,T2  yg^  unlikely  to  produce  the  irritation  to  the 
gastric  mucosa  so  often  associated  with  salicylate 
therapy^ 

and  a skeletal  muscle  relaxant  shown  to  have  up  to  a 
6-hour  span  of  action/-®  and  to  retain  effectiveness 
even  on  continued  administration/-'^  but  which  does  not 
have  the  central  effects  of  tranquilizing  compounds. 

Prescribe  Parafon  Forte  for  lasting  spasmolysis 
and  analgesia  in  sprains,  strains,  myalgias,  low  back 
pain,  bursitis  and  other  musculoskeletal  disorders. 
Your  patients  will  appreciate  the  restored  comfort 
and  lasting  freedom  of  movement  it  usually  provides. 


treated  with 
Parafon  Forte®TABLETs 

Paraflex®  (chlorzoxazone)*  250  mg. 

Tylenol®  (acetaminophen)  300  mg. 


Cautions  and  side  effects:  Use  with  caution  in  patients  with 
known  drug  sensitivity.  If  a hypersensitivity  reaction  or  symp- 
toms suggestive  of  liver  dysfunction  are  observed,  the  drug 
should  be  stopped.  Occasionally,  drowsiness,  dizziness,  light- 
headedness, malaise,  overstimulation  or  gastrointestinal  dis- 
turbances may  be  noted;  rarely  gastrointestinal  bleeding, 
allergic  skin  rashes,  petechiae,  ecchymoses,  angioneurotic 
edema  or  anaphylactic  reactions  may  have  been  drug  associ- 
ated. While  Paraflex  (chlorzoxazone)  has  been  suspected  as 
being  the  cause  of  hepatic  toxicity  in  approximately  eighteen 
patients,  it  was  not  possible  to  state  that  the  dysfunction  was 
or  was  not  drug  induced.  Dosage:  Two  tablets  q.i.d.  Supplied: 
Scored,  light  green  tablets,  imprinted  “McNEIL”— bottles  of  100. 

References : 1.  Batterman,  R.  C.,  and  Grossman,  A.  J.:  Fed.  Proc.  J4:316, 
1955.  2.  Goodman,  L.  S.,  and  Gilman,  A.,  ed.i  The  Pharmacological  Basis  of 
Therapeutics,  ed.  3,  New  York,  The  Macmillan  Company,  1965,  p.  331.  3.  Roth, 
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THE  CONQUEST  OF  YELLOW  FEVER  (See  page  535) 


Among  the  adjuncts  to  the  physician’s  skill 


Darvon®  Compound-65 

Each  Pulvule®  contains  65  mg.  propoxyphene  hydrochloride, 
227  mg.  aspirin,  162  mg,  phenacetin,  and  32.4  mg.  caffeine. 


Additional  information  availabie  to  the  medical  profession  upon  request. 

ELI  LILLY  AND  COMPANY,  INDIANAPOLIS,  INDIANA  46206 


whatever  their  color, 
shape,  or  size... 

Benadryl"  ^ 

(diphenhydramine  hydrochloride) 

PARKE-DAVIS 

for  control  of 
allergic  symptoms 


Whether  the  allergen  is  greenish  or  garish,  unseen  or 
unknown,  your  patient  can  get  symptomatic  relief  with 
BENADRYL— the  potent  antihistamine  with  antispas- 
modic  action.  INDICATIONS:  Antihistaminic,  anti- 
spasmodic,  antitussive.  and  antiemetic  therapy. 
PRECAUTIONS:  Persons  who  have  become  drowsy 
on  this  or  other  antihistamine-containing  drugs,  or 
whose  tolerance  is  not  known,  should  not  drive 
vehicles  or  engage  in  other  activities  requiring  keen 
response  while  using  this  product.  Hypnotics,  sed- 
atives, or  tranquilizers  if  used  with  diphenhydramine 
hydrochloride  should  be  prescribed  with  caution 
because  of  possible  additive  effect.  Diphenhydramine 

The  pink  capsule  with  the  white  band  is  a trademark 
of  Parke,  Davis  & Company. 


has  an  atropine-like  action  which  should  be  con- 
sidered when  prescribing  diphenhydramine  hydro- 
chloride. ADVERSE  REACTIONS:  Side  effects  are 
generally  mild  and  may  affect  the  nervous,  gastro- 
intestinal, and  cardiovascular  systems.  Drowsiness, 
dizziness,  dryness  of  the  mouth,  nausea,  nervousness, 
palpitation,  blurring  of  vision,  vertigo,  headache, 
muscular  aching,  thickening  of  bronchial  secretions, 
restlessness,  and  insomnia  have  been  reported. 
Allergic  reactions  may  occur. 

BENADRYL  is  available  in  Kapseals®  of  50  mg.  and 
Capsules  of  25  mg.  coet? 
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editorials 


nterrelationship  Between 
Gallbladder  Disease  And  The 
Electrocardiogram 

Kaufman  and  Lubera^  have  recently  seen  three 
^)atients  with  chronic  gallbladder  disease  and 
cholelithiasis  whose  electrocardiographic  patterns 
ihowed  marked  inversion  of  the  T wave  in  the 
dectrocardiogram  which  we  recognize  as  evidence 
rf  extensive  myocardial  damage  or  even  acute  myo- 
:ardial  infarction.  In  the  presence  of  gallbladder 
lisease  it  is  important  that  such  EGG  changes  be 
aot  interpreted  as  conclusive  evidence  of  true  myo- 
lardial  ischemia.  It  is  important  that  a more  astute 
rlinical  judgment  be  made  in  the  presence  of  gall- 
bladder disease  to  determine  whether  the  patient 
who  requires  surgery  frequently,  is  simultaneously 
suffering  from  biliary  tract  disease  and  or  serious 
:oronary  heart  disease. 

It  has  been  known  since  1935  that  patients  with 
angina  pectoris  and  gallbladder  disease  had  abnor- 
mal EGG  patterns  consisting  mostly  of  inverted  or 
flat  T waves  which  become  upright  after  cholecys- 
tectomy. This  finding  has  been  amply  confirmed 
since  by  many  workers.  Obviously  the  EGG  changes 
are  the  result  of  reflex  influences  upon  the  heart 
from  the  gallbladder  and  biliary  system.  This  has 
led  to  numerous  experiments  on  animals  to  deter- 
mine its  mechanism. 

Animal  experiments  have  shown  that  distension 
of  the  gallbladder,  biliary  tree  and  even  the  stom- 
ach results  in  a decrease  in  coronary  blood  flow. 
The  mechanism  appears  to  be  a reflex  vasocon- 
striction of  the  coronary  arteries  initiated  by  the 
distended  or  diseased  gallbladder  and  mediated  by 
way  of  the  vagus  nerve.  If  the  vagus  is  sectioned  or 
its  action  paralyzed  by  atropine,  the  reduction  in 
coronary  blood  flow  is  abolished.  Other  studies 
have  shown  that  EGG  changes  will  occur  in  this 
situation,  but  only  after  some  abnormality  of 
coronary  flow  has  been  produced.  All  these  studies 
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have  been  confirmed  also  in  experiments  on 
humans  with  biliary  tract  disease  by  distension  of 
the  gallbladder  and  common  bile  duct.  Nonspecific 
T wave  changes  have  been  produced,  occasional 
disturbances  of  heart  rate  and  even  angina  when 
the  common  bile  duct  was  distended  through  a 
T tube. 

The  coexistence  of  gallbladder  disease  and 
coronary  heart  disease  in  the  same  patient  has 
been  extensively  studied  as  has  also  the  surgical 
management  of  this  combination.  Some  patients 
with  gallbladder  disease  have  chest  pains  and  se- 
vere EGG  changes  which  may  make  the  physician 
hesitant  to  advise  operation,  but  if  the  changes  are 
due  to  reflex  influences  upon  the  coronary  circu- 
lation their  disappearance  can  be  demonstrated  if 
vagal  influences  are  abolished  by  atropine. 

The  report  by  Kaufman  and  Lubera  shows  that 
three  out  of  four  patients  with  gallbladder  disease 
and  marked  T wave  inversion  developed  this  pat- 
tern through  reflex  influences.  To  establish  whether 
or  not  coronary  artery  spasm  had  any  role  in  the 
genesis  of  this  serious  electrocardiographic  abnor- 
mality, they  gave  their  patients  2 mg.  atropine.  An 
EGG  was  taken  before  and  forty-five  minutes  after 
an  intramuscular  injection  of  atropine  sulphate. 
Three  showed  marked  improvement  in  the  T wave 
abnormality.  The  test  appears  to  be  diagnostically 
significant  because  the  EGG  reverted  to  its  original 
abnormal  pattern  after  the  effects  of  atropine  had 
disappeared.  Eurthermore,  following  cholecystec- 
tomy the  T wave  rapidly  and  permanently  reverted 
toward  normal.  By  way  of  contrast  a fourth  case 
was  a patient  with  myocardial  ischemia  due  to 
coronary  artery  disease  whose  EGG  tracings  did 
not  improve  forty-five  minutes  after  atropine  ad- 
ministration. 

It  is  obvious  that  a marked  abnormality  of  T 
wave  in  a patient  with  gallbladder  disease  need  not 
discourage  a surgeon  from  doing  essential  biliary 
surgery.  It  should  not  be  too  difficult  to  eliminate 


THE  CONQUEST  OF  YELLOW  FEVER 

METHODS  of  controlling  and  preventing  yellow  fever  resulted  from  investi- 
gations conducted  in  1900  at  Gamp  Lazear,  Guba,  by  a United  States  Army 
Gommission  led  by  Major  Walter  Reed  (1851-1902).  This  research  proved 
conclusively  that  mosquitoes  carry  the  yellow  fever  virus  from  person  to  person. 
Eirst  volunteer  patient  to  be  infected  by  mosquito  bites  was  Private  John 
Kissinger.  Examining  physicians  w’ere  Major  W.  G.  Gorgas,  Havana  sanitation 
officer;  Dr.  A.  Agramonte,  pathologist;  Dr.  Garlos  J.  Einlay,  chairman  of  the 
cooperating  Guban  Yellow  Eever  Gommission  and  first  man  to  point  to  the 
possible  infective  role  of  mosquitoes;  Dr.  James  Garroll,  bacteriologist;  and 
Dr.  Reed,  commission  chairman. 
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I he  reflex  ellects  upon  the  lieart  by  an  atropine 
test  and  a repeat  ECiG  rorty-five  ininntes  later.  In 
this  test  it  will  be  the  doctor  that  determines  the 
state  ol  the  ])atient’s  heart  and  not  the  first  electro- 
cardiogram. 

.-\tropine  sidphate  will  not  only  block  many  ol 
the  eflects  ol  vagal  influences  known  to  be  initi- 
ated in  the  gallbladder  atitl  other  abdominal  vis- 
cera. A 2 mg.  close  may  cause  dryness  of  the 
motith,  dilatation  of  the  pupil  and  even  some 
temporary  binning  of  vision.  Urinary  retention 
and  exacerltation  of  glaucoma  and  even  temporary 
psychoses  are  known  to  occnr  with  the  use  of 
atropine.  .Vlthongh  these  were  not  found  to  be 
problems  iti  Kaidman’s  patients  they  must  be 
borne  in  mind  by  the  jchysician  who  orders  the 
post-atropine  electrocardiogram  and  who  wishes  to 
establish  the  importance  of  reflex  vagal  influences 
upon  the  ccnonaiy  circidation  in  those  patients 
with  gallbladder  disease  who  urgently  need  sur- 
gery. It  certaitdy  also  points  nj)  the  value  of  anti- 
cholinergics as  a part  of  the  getieral  routine  in  such 
jxitients  even  before  stirgery  is  contemplated. 

W'e  have  for  a long  time  known  about  the  vagal 
supply  to  the  heart  and  upper  abdcmiinal  viscera. 
The  gallbladder  as  well  as  the  heart  receives  fibers 
from  the  right  vagus  and  also  from  the  splanchinic 
nerves  derived  from  the  sixth  thoracic  through  the 
flist  lumbar  segments  along  with  the  celiac  plexus. 
The  reflex  vagal  eflects  upon  the  heart  are  also 
lotig  established;  slowing,  shifting  pacemaker  and 
at  times  coronary  vasoconstriction.  A retiirti  to 
basic  physiological  and  anatomical  ktiowledge  is 
always  frintfnl.  In  the  case  of  the  ccjexistence  of 
gallbladder  and  corotiary  heart  disease,  the  physi- 
cian can  exercise  more  astute  clinical  judgment  by 
recalling  the  nervous  interconnections  between 
these  two  systems. 

L.II.N. 
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Effect  Of  Graded  Exercise  On 
Fibrinolytic  Activity 

We  are  now  in  a mood  to  finally  accept  the  value 
of  exercise  as  a means  of  reducing  the  work  of  the 
heart  in  a jjatient  suft’ering  from  coronary  artery 


disease.  It  has  also  been  shown  that  exercise  is 
valuable  in  patients  suffering  from  obstructive  lung 
disease,  provided  the  exercise  is  built  uj)  slowly 
aiul  the  (onditionitig  continues.  The  manner  in 
which  muscular  exercise  helps  jnilmonary  and 
corotiary  artery  di.sea.se  patients  is  by  reducing  the 
work  of  the  heart  as  the  muscles  become  more 
efficient  metabolic  machines  capable  of  doing  more 
work  with  the  same  amount  of  oxygen.  An  un- 
answered eptestion  is  whether  muscular  exercise  re- 
duces the  tendency  to  thrombus  formation  in 
arteries  and  thereby  perhaps  contributing  to  a 
better  progtiosis  in  arterial  disease. 

It  is  ktiown  that  on  the  venous  side,  the  red 
thrombus  forms  if  stasis  occurs  and  if  there  is  also 
a hypercoagulable  state  of  the  blood.  The  whole 
tendency  in  recent  years  therefore  has  been  to 
avoid  stasis  and  try  to  eliminate  as  much  as  possi- 
ble  the  factors  causing  hypercoagulability.  As  a 
consequence  of  this  reasoning,  early  ambulation, 
post-operative  and  in  the  puerperium  has  greatly 
reduced  the  incidence  of  fatal  embolism.  There  are 
still  patients,  however,  that  have  to  be  in  bed  for 
a long  time  and  patients  with  limbs  long  inactive 
in  casts  and  it  is  worth  cotisidering  whether  other 
limbs  that  can  be  exercised  can  in  some  way  con- 
tribute to  blood  fluidity  in  the  inactive  part.  In 
short,  if  the  legs  must  be  inactive,  can  arm  exer- 
cise contribute  to  blood  fluidity  and  if  arms  must 
Ite  inactive  can  leg  exercise  prevent  the  formation 
of  a red  thrombus  in  the  arms. 

It  has  Iteen  knowti  for  almost  twenty  years  that 
exercise  increases  plasma  fibrinolysis  and  many 
authors  have  considered  that  this  increased  fibrino- 
lytic activity  in  strenuous  exercise  was  due  to  a 
raised  level  of  plasminogen  activator.  Menon  et  al.i 
studies  fifty-eight  university  athletes  for  fibrinolytic 
activity  after  strenuous  exercise  such  as  football, 
rugby,  stjuash  and  hockey  both  in  men  and  women. 
Blood  samples  were  taken  before  the  game  and 
after  the  game  which  lasted  from  thirty  to  ninety 
ininntes.  Graded  exercise  was  similarly  studied  in 
ten  young  people  in  good  health  but  not  in  athletic 
training.  The  untrained  stdijects  were  given  a two 
ste[)  test,  and  blood  samjiles  were  drawn  before, 
after  thirty  minutes  and  sixty  minutes  after.  The 
total  exerci.se  period  lasted  eight  minutes. 

The  mean  lysis  time  before  the  game  in  trained 
athletes  was  248  minutes  and  after  the  game  87 
minutes.  The  results  were  not  altered  by  a cold 
show'er.  In  the  ten  volunteers  the  initial  lysis  time 
was  much  longer  than  it  was  in  the  trained  athlete, 
beitig  429  minutes,  but  after  exercise  it  had  de- 
clined to  290  minutes.  The  effects  of  exercise  in 
both  groups  lasted  for  over  one  hotir.  These  results 
confirmed  earlier  reports  that  increased  fibrino- 
lytic activity  follows  both  moderate  and  strenuous 
exercise.  The  results  are  believed  to  be  due  to  an 
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FREE  YOUR  PATIENTS  from 
/ deficient  neutralization 
/ poor  taste 
/ burdensome  cost 


with  DICARBOSIL®  antacid 


■ effective  neutralizing  power -Two  tablets  in  vitroi, 
provide  nearly  2 hours’  relief  within  effective  pH 
range  3 to  5.5. 

■ pleasant  taste  — A fresh  mint  flavor  patients  con- 
tinue to  enjoy,  because  with  Dicarbosil’s  unique* 
formulation,  chalky  aftertaste  is  no  longer  a problem. 

■ exceptional  economy— Due  to  its  high  neutraliza- 
tion capacity  combined  with  low  cost  (1^  or  less 
per  tablet),  Dicarbosil  is  within  the  reach  of  all 
patients. 

1.  Schleif.  R.H.:  J.A.PH.A.,  46:179,1957  *U.S.  Pat.  No.  3,062,714 

Active  Ingredients:  Calcium  Carbonate  Precipitated  0.489 
Gm.,  Magnesium  Carbonate  0.011  Gm.,  Magnesium  Tti- 
silicate  0.006  Gm. 
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excess  ol  plasminogen  activator  presumably  liber- 
ated by  the  venous  endothelium  lor  the  most  part. 
However,  the  factor  in  exercise  that  causes  this 
liberation  is  not  yet  known. 

I he  first  question  that  arises  is  whether  tempera- 
ture plays  a role  in  liberation  of  the  plasminogen 
activator.  We  know  that  severe  exercise  raises 
body  temperature.  However,  ctKjling  the  athlete  off 
alter  the  exercise  did  not  reduce  the  residting 
fibrinolytic  activity.  Bedrak  in  1965  studied  Al- 
satian dogs  after  muscular  exercise  in  a hot  en- 
vironment and  found  enhanced  fibrinolytic  activ- 
ity, W’hich  was  not  tjuite  so  striking  if  the  dogs  were 
first  acclimatized.  However,  they  still  retained  their 
post-exercise  increase  in  fibrinolytic  activity. 

/V  second  question  is  whether  the  plasminogen 
activator  released  after  muscular  exercise  might  be 
the  result  of  adrenalin  liberation.  This  question  is 
still  unanswered.  It  is  true  that  the  trained  ath- 
letes all  had  a higher  fibrinolytic  activity  than 
the  untrained  subjects.  In  the  untrained  subjects 
the  exercise  was  light  and  the  effects  j^ersisted 
longer  than  adrenalin  acts.  Nevertheless,  adrenalin 
could  have  caused  the  increase  in  plasminogen  acti- 
vator which  may  have  a slower  disposal  time  than 
the  original  adrenalin. 

The  tptestion  of  whether  enhanced  fibritiolytic 
activity  induced  by  muscular  exercise  is  of  any 
\alue  in  relation  to  the  develojjment  of  athero- 
sclerosis is  a tojhc  which  has  been  widely  discussed. 
Patients  who  have  enhanced  fibrinolytic  activity 
such  as  those  with  hepatic  cirrhosis  and  other  forms 
of  non-obstructive  hej)atic  disease  do  have  a re- 
duced incidence  of  myocardial  infarction.  Similarly 
hu  k ol  physical  activity  has  been  suggested  as  a 
factor  in  the  etiology  of  coronary  artery  di.sease 
and  in  jjarticular  myocardial  infarction. 

It  is  generally  agreed  that  enhanced  fibrinolytic 
activity  is  beneficial  to  the  human  organism. 
Menon’s  results  are  useful  in  a practical  way  be- 
cause his  findings  suggest  that  while  strenuous 
exercise  may  produce  excellent  results  against 
thrombus  formation,  even  quite  moderate  exerci.se 
may  cause  an  appreciable  and  quite  ]irolonged 
effect  in  increasing  fibrinolytic  activity  and  pre- 
sumably operating  against  red  thrombus  forma- 
tion. 

It  is  important  to  realize  that  exercise  of  an 
endangered  tjuiescent  part  is  not  necessary.  For 
instance  a person  with  a leg  in  plaster  might  bene- 
fit from  exercise  of  the  arms  several  times  a day 
and  thereby  reduce  the  risk  of  a thromboembolism. 
()b\iously  the  fibrinolytic  mechanism  in  venous 
thrombosis  is  more  important  than  it  is  in  arterial 
thrombosis  where  platelets  form  a white  thrombus 
tluough  lactois  unrelated  to  fibrin  deposition. 
W hat  is  important  about  Menon's  results  is  that 


modest  exercise  can  raise  fibrinolytic  activity  of 
the  blood  and  ojierate  against  red  thrombus  forma- 
tion anywhere  in  the  venous  system. 

L.H.N. 

Reference 

I.  Mcnon,  1.  S..  Burke,  F.,  and  Dewar,  H.  ,\.:  Ktrecl  of 
strenuous  and  graded  exeriisc  on  librinolylie  adivity.  Lancet, 
I:  700,  .April  1,  1907. 

Phagocytosis,  The  Central 
Mechanism  In  Fever  Production 

In  man,  fever  is  a common  manifestation  of 
many  different  diseases,  bacterial,  fungal  and  viral 
infections,  hypersensitivity  reactions,  both  immedi- 
ate and  delayed,  to  antigens  of  both  microbial  and 
nonmicrobial  origin,  to  tumors  such  as  those  of  the 
kidney,  malignant  lymphomas  and  others.  It  would 
be  satisfying  to  the  mind  of  man  if  we  could  dis- 
cover .some  fundamental  mechanism  which  is  stimu- 
lated by  all  these  diverse  conditions  to  [iroduce 
lever.  The  first  idea  that  a specific  pyrogen  en- 
dogenously jiroduced  by  the  rabbit  polymorpho- 
nuclear leucocyte  is  responsible  for  fever  was  re- 
ported nineteen  years  ago  by  Professor  Paul 
Beeson.'  His  report  was  viewed  with  some  incredu- 
lity at  the  time.  The  experimental  model  he  used 
was  to  inject  bacterial  endotoxin  in  rabbits.  It  was 
cleared  from  the  blood  stream  in  a lew  minutes, 
was  taken  up  by  granulocytes  and  the  granulocyte 
released  an  endogenous  pyrogen.  The  pyrogen 
seemed  to  act  directly  on  the  hypothalamic  thermal 
center  producing  fever. 

I oday  the  granulocytic  factor  Beeson  discovered 
is  believed  to  have  a central  role  in  the  patho- 
genesis of  most  fevers,  d'he  same  relation  between 
circulating  endogenous  pyrogen  and  fever  has  since 
been  established  in  other  experimental  models. 
1 hese  involve  the  production  of  acute  bacterial  in- 
fections, the  injection  cjf  certain  \iruses  or  whole 
bacteria  into  nc)rmal  rabbits  and  injection  of  bac- 
terial antigens  for  example  tuberculin  in  sensitized 
rabbits.  T he  mechanism  ol  lever  jjroduction  in  all 
these  models  is  the  same,  phagocytosis  of  an  anti- 
gen by  the  granulocyte,  then  jnoduction  and  lib- 
eration of  a pyrogen  which  then  in  turn  acts  on  the 
hyjjothalamic  thermal  centers  to  produce  fever. 

Further  confirmation  of  the  central  role  of  the 
jihagocyte  in  the  pyrogen  production  in  these 
diverse  conditions  comes  from  in  vitro  studies.  It 
h;is  been  possible  to  produce  endogenous  pyrogen 
merel)  by  interaction  of  the  granulocyte  with  the 
injected  agent  in  normal  serum  at  37°  C.  The 
agent  can  be  endotoxin,  virus  or  bacteria.  In  the 
bacterial  system,  the  cells  first  phagocytize  the  or- 
ganism and  then  release  the  ji^rogen  to  the  super- 
natant fluid.  Somehow  the  release  process  is  trig- 


538 


CoNNFcrict' r ,\Iki)k  inf,  .\i'(;ti.sr,  I!)(i7 
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gored  first  by  phagocytosis.  In  fact  if  one  blocks 
jjhagocytosis  In  a chemical  inhibitor  such  as  sodi- 
um fluoride,  then  no  pyrogen  is  released.  We  can 
thus  say  that  the  pyrogen  produced  by  granulocytes 
appears  to  be  the  principle  “messenger”  molecule 
in  a wide  variety  of  e.xperimental  fevers,  and  there 
is  reason  to  believe  that  it  plays  the  same  role  in 
many  human  fevers. 

What  can  be  the  explanation  for  natural  fevers 
in  those  patients  with  agranulocytosis  who  have  in- 
sufficient granulocytes  for  significant  pyrogen  j)ro- 
duction?  What  about  fevers  in  jjatients  having 
other  diseases  in  which  mononuclear  cells  rather 
than  granulocytes  dominate  the  pathologic  lesions? 
It  is  in  this  connection  that  Bodel  and  Atkins  re- 
port- is  of  jxirticidar  significance.  Is  it  possible  that 
human  cells  other  than  the  gramdocyte  are  also 
capable  of  pyrogen  production  and  what  may  these 
cells  be?  If  the  fundamental  princijtle  of  pyrogen 
jnoduction  dejjcnds  first  upon  phagocytosis  of  an 
antigen,  then  cells  capable  of  phagocytosis  other 
than  the  granulocyte  may  also  produce  pyrogen 
when  insufficient  granulocytes  are  present. 

Bodel  and  Atkins  thought  that  the  monocyte 
which  is  also  capable  of  phagocytosis  may  be  a 
pyrogen  producer.  They  studied  six  patients,  three 
with  leukemia  and  three  with  chronic  neutropenia, 
riiey  prepared  leucocyte  fractions  from  normal 
blood  as  well  as  the  six  cases  and  found  that  mono- 
cytes can  also  release  pyrogen  after  stimulation  hy 
phagocytosis.  They  carefully  considered  w'hether 
in  their  six  patients  the  few  granulocytes  present 
could  produce  enough  pyrogen  and  correctly  con- 
cluded that  it  had  to  be  the  phagocytosis  by  the 
monocytes  which  alone  coidd  explain  the  large 
amount  of  pyrogen  liberated. 

E\en  though  the  granulocyte  has  an  imjjortant 
role  in  endotoxin  and  other  fevers  it  may  not  be 
essential  for  this  or  other  types  of  fever.  Bodel  and 
■ \tkins  studies  reveal  that  j)hagocytosis  appears  to 
activate  mononuclear  cells  not  merely  in  the 
blood  stream  but  in  the  lung,  lymph  node,  spleen, 
whereas  tuberculin  seems  to  release  pyrogen  only 
Ironi  the  lung  macrophages. 

In  patients  lever  is  a common  manifestation  of 
many  different  diseases.  Are  these  differences  in 
both  the  stimuli  and  the  jjathways  of  pyrogen  pro- 
duction due  to  corresponding  differences  in  onset 
and  duration  of  the  fever?  kor  example  the  temper- 
ature in  bacteremia  or  endotoxemia  may  be  re- 
flecting promjjt  and  relatively  brief  jjyrogen  jtro- 
duction  activated  by  the  granulocyte.  Perhaps  the 
prolonged  and  sustained  fever  frecpiently  observed 
in  diseases  such  as  malignant  lymphoma,  tuber- 
culosis and  agranulocytosis  might  result  from  acti- 
vation of  mononuclear  cells  in  tissues  such  as  the 
lungs,  lymph  nodes  and  spleen. 


1 he  jjarticular  ty]:)e  of  stimulus  used  in  Bodel 
and  Atkins  experiments  to  demonstrate  the  capac- 
ity for  pyrogen  jncxluction  hy  blood  monocytes  is 
an  uncommon  one  clinically.  Perhaps  viral  infec- 
tions, hypersensitivity  phenomena,  or  even  en- 
dogenous metabolic  alterations  in  the  cell  will 
prove  to  be  more  common  activators  to  induce 
pyrogen  ])roduction.  It  is  obvious  however  that  to 
obtain  a better  understanding  of  various  types  of 
lever  it  will  be  necessary  to  study  such  factors 
lurther  and  also  the  susceptibility  of  different  cell 
types  in  their  ability  to  produce  pyrogens. 

However,  we  already  have  enough  information 
to  see  the  grand  design  in  nature  to  produce  fever. 
1 he  mononuclear  cells  as  well  as  the  granidocytes 
are  capable  ol  generating  endogenous  pyrogen 
especially  in  those  diseases  in  which  the  granulo- 
cyte is  not  prominent  in  the  pathologic  lesions.  It 
offers  also  a theory  that  “tissue”  pyrogen  may  come 
from  tissue  macrophages  rather  than  from  jxaren- 
chymal  cells  themselves. 

L.H.N. 
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Factors  In  The  Production  Of 
Digitalis  Toxicity  And  Their 
Management 

We  are  .seeing  more  cases  of  digitalis  toxicity 
because  of  our  sitccess  in  treating  edema  of  con- 
gestive heart  laihtre  with  diitretic  dritgs.  The  latter 
result  in  both  sodium  and  potassium  depletion  in 
who.se  jwesence  digitalis  therajjy  may  be  associated 
with  arrhythmias.  At  this  jjoint  we  need  to  make 
a distinction  between  digitalis  toxicity  due  to  elec- 
trolyte depletion  and  that  due  to  overdosage.  In 
the  presence  of  an  associated  hypokalemia,  digitalis 
toxicity  can  occur  at  an  exceptionally  low  dose. 
Nevertheless,  digitalis  must  be  withdrawn  and  even 
though  the  toxicity  regresses,  the  body  K.  should  be 
repleted  and  only  then  can  digitalis  be  re-instituted 
at  the  previously  effective  dose. 

I'here  is,  at  present,  no  specific  antidote  for 
digitalis  excess  that  counteracts  all  of  the  physio- 
logic effects  of  digitalis  overdosage  without  intro- 
ducing effects  ol  its  own.  Wdien  energetic  treat- 
ment of  digitalis  intoxication  hecomes  necessary, 
then  drugs  which  counteract  one  or  another  of  the 
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actions  of  digitalis  must  be  usetl  but  the  choice  of 
the  agent  depends  on  the  particular  manifestation 
of  digitalis  poisoning  which  is  most  hazardous  to 
the  patient.  Obviously  withdrawal  of  digitalis  as 
soon  as  toxicity  is  detected  is  always  in  order.  This 
is  the  reason  why  nurses  must  be  trained  to  under- 
stand the  evidences  of  toxicity  and  immediately  re- 
])ort  them  to  the  doctor.  It  is  also  a good  reason 
lor  alerting  the  ambulatory  patient  to  report  to  his 
physician  the  first  sign  of  frontal  headache,  ano- 
rexia and  “palpitation.” 

Restoration  of  normal  function  can  lie  expected 
within  hours  to  days  clepcncliug  on  the  glycoside 
used,  if  the  digitalis  has  been  completely  with- 
drawn rather  than  reduced  in  dosage.  Because  of 
the  frecjuency  of  electrolyte  imbalances  that  occur 
after  operations  on  the  heart  and  after  \igorous 
ireatment  for  heart  failure  there  has  been  a ten- 
dency to  u,se  digitalis  jireparal ions  that  are  excreted 
rapidly  which  permits  an  easier  method  of  over- 
coming digitalis  toxicity  should  it  develop. 

More  urgent  treatment  that  mere  discontinuance 
of  digitalis  becomes  necessary  when  toxicity  re- 
snlts  from  arrhythmias  that  interfere  with  cardiac 
function.  These  are  roughly,  sinus  bradycardia  or 
a— V block  and  the  tachycardias.  In  the  presence  of 
a— v block  there  is  no  available  effective  drug. 
Administration  of  K in  this  situation  may  worsen 
the  block  or  slow  the  ventricular  rate  because  of 
the  direct  depressant  effect  of  this  ion.  fsopro- 
terenol  often  effective  in  improving  cardiac  rate  in 
cases  of  heart  block  from  other  causes  shoukl  not 
be  used  becairse  ol  its  propensity  to  produce  severe 
arrhythmias  in  the  jiresence  of  digitalis  toxicity. 
It  is  an  adrenergic  drug  which  makes  the  myo- 
cardium irritable.  I’he  treatment  of  choice  then 
for  heart  block  or  marked  sinus  bradycardia  due 
to  digitalis  is  the  temporary  introduction  of  an 
endocardial  catheter  pacemaker  with  control  of 
the  heart  rate  by  electrical  stimulation. 

The  treatment  of  toxic  arrhythmias  with  rapid 
heart  rates  is  much  less  satisfactory.  However,  since 
the  cause  of  many  of  these  tachycardias  result  from 
alteration  of  the  cell  membrane  that  encourages  K 
exit  from  the  myocardial  cell,  the  need  here  is  to 
“drive”  K back  into  the  cell  and  this  requires 
administration  of  KCl  intravenously  in  doses  of 
20-10  mEq.  given  over  a period  of  one  to  two  hours. 
If  the  situation  is  less  pre.ssing,  K can  be  given 
orally  as  an  initial  dose  of  4 grams  KCl  in  solution 
followed  by  2 grams  every  four  hours  until  the 
arrhythmia  is  controlled.  This  has  proved  most 
satisfactory  in  the  treatment  of  atrial  tachycardia 
with  block. 

Unfortunately  it  is  inconsistently  effective  with 
other  rhythms  such  as  ventricular  tachycardia  and 
valuable  time  may  be  l<jst  during  such  treatment. 
.Several  methods  have  been  propo.sed  such  as  re- 


ducing the  calcium  concentration  with  EDl’A  to 
allow  more  pores  in  the  cell  memltrane  for  K 
entry.  But  this  and  the  use  of  Ryanodine,  a natural 
alkaloid  insecticide,  have  not  been  found  effective. 
Neither  has  sodium  citrate  which  can  terminate  the 
tachycardia  but  not  prevent  its  recurrence  a few 
minutes  later. 

In  treating  ventricidar  tachycardia  not  due  to 
digitalis  toxicity,  the  standard  procedures  have 
been  cardiac,  depressant  dings  such  as  (punidine, 
procainamide  and  in  atrial  tachycardia— digitalis. 
Eurthermore,  synchronized  precordial  shock  has 
also  been  effective  in  tachycardias  not  due  to  digi- 
talis toxicity.  However,  this  last  method,  counter- 
shock, is  not  an  acceptable  treatment  for  tachy- 
cardias causetl  by  digitalis  toxicity.  Althougb  occa- 
sional prompt  and  permanent  remi,ssion  of  digitalis 
induced  tachycardia  have  been  reported  without 
side  effects  after  electrical  countershock,  it  has  also 
been  shown  that  shock  is  less  likely  to  revert 
tachycardia  due  to  digitalis  than  tachycartlia  due 
to  other  causes  and  that  the  tachycardia  is  more 
likely  to  recur  rajiidly.  In  fact  the  incidence  of 
ventricular  fibrillation  is  greatly  increa,sed  as  a 
complication  of  shock  treatment  in  these  situations. 
Eor  this  reason  it  is  generally  agreed  that  synchron- 
ized precordial  shock  is  contraindicated  in  digitalis 
toxicity.  Another  electrical  treatment  paired-pulse 
stimulation  has  had  little  clinical  trial  and  still  re- 
mains in  the  experimental  laboratory. 

Qiunidine  and  procaine  amide  or  lidcacaine  will 
be  effective  in  most  ventricidar  tachycardias,  how- 
ever in  the  jnesence  of  digitalis  intoxication  one 
must  expect  a higher  incidence  of  ventricular  fibril- 
lation than  would  otherwise  be  the  case.  Neverthe- 
less they  jjresently  are  the  drugs  of  choice  for  life 
threatening  tachycardias  clue  ter  digitalis  especially 
when  the  effect  of  K administration  might  be  too 
slow  and  unjJiedictable.  Intravenous  procaine  or 
liclocaine  in  doses  of  100  mg.  per  minute  are  used 
until  the  tachycardia  is  terminated  or  hypotension 
or  new  arrhythmias  occur.  It  may  be  continued 
until  a close  of  2 grams  is  reached. 

Since  ventricular  tachycardias  are  the  result  of 
the  interaction  of  a toxic  agent,  in  this  case  digitalis 
and  beta-adrenergic  stinudation-  it  is  reasonable 
to  expect  that  a beta-adrenergic  blocking  agent 
should  be  an  important  procedure  in  (he  termina- 
tion ol  ventricular  tachycardia  clue  to  digitalis 
toxicity.  Such  a drug  propranolol  is  now  undergoing 
intensive  study  in  the  treatment  ol  digitalis  intoxi- 
cation.-^ Preliminary  reports  suggest  that  this  agent 
is  indeed  effective  in  the  control  of  arrhythmias  due 
to  digitalis.  It  also  increased  a-v  conduction  and  can 
sloiv  the  lentricidar  rate  when  digitalis  produces 
atrial  fibrillation  with  a rapid  ventricidar  rate. 

V\T  must,  however,  remember  that  reducing  con- 
tractility by  eliminating  the  adrenergic  factor  in 
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when  he  just  can’t  sleep 

Tuinali 

One-Half  Sodium  Amobarbit:al  and 
One-Half  Sodium  Secobarbit;al 
supplied  in  1%,  and  3-grain  PulvulesV 


Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
asleep  all  night. 

Indications;  Tuinal  is  indicated  for  prompt  and  moder- 
ately long-acting  hypnosis.  It  is  not  suitable  for  con- 
tinuous daytime  sedation. 

Contraindications : Barbiturates  should  not  be  adminis- 
tered to  anyone  with  a history  of  porphyria,  nor  should 
they  be  given  in  the  presence  of  uncontrolled  pain,  be- 
cause excitement  may  result. 

Warning;  May  be  habit-forming. 

Precautions;  Tuinal  should  be  used  cautiously  in  pa- 
tients with  decreased  liver  function,  since  prolongation 
of  effect  may  occur. 

Adverse  Reactions:  Idiosyncrasy,  such  as  excitement, 
hangover,  or  pain,  may  appear.  Hypersensitivity  reac- 


tions occur  in  some  patients,  especially  in  those  with 
asthma,  urticaria,  or  angioneurotic  edema. 

Overdosage:  C.N.S.  depression.  Symptoms — Depression 
of  respiration  and  of  superficial  and  deep  reflexes,  slight 
constriction  of  the  pupils  (in  severe  poisoning,  dilation), 
decreased  urine  formation,  lowered  body  temperature, 
coma.  Treatment — Symptomatic  and  supportive  (gastric 
lavage;  intravenous  fluids;  maintenance  of  blood  pres- 
sure, body  temperature,  and  adequate  respiration).  Di- 
alysis may  speed  removal  of  barbiturates  from  body 
fluids. 

^ Dosage;  50-200  mg.  (^4-3  grains)  at  bedtime. 
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Additional  information  available  to  physicians  upon  request. 
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cardiac  reserve  may  worsen  ineipient  or  existiiyu; 
congesii\e  Iieari  lailure.  For  this  reason  Inrther 
clinical  sliicly  ol  propranolol  is  necessary.  Il,  how- 
ever, seems  to  he  ]rossil)le  dial  this  cling  may  turn 
out  to  he  the  best  treatment  available  lor  tachy- 
cardia cine  to  digitalis  intoxication. 

it  is  comlorting  to  know  that  physiologic  prin- 
ciples in  the  genesis  ol  cardiac  dislnrhanc es  caused 
by  digitalis  |)ermils  ns  to  apjily  rational  measines 
in  their  management.  Ihisic  science  is  ptaclical 
medicine  and  clinical  piactice  is  tiuly  basic  science. 

L.H.N. 
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Personal  Health  And  Individual 
Responsibility 

I here  is  a widespread  expectation  that  medicine 
can  reduce  snllering,  concpier  disease  and  ensure  a 
heller  lile  Iree  Irom  jibysical  and  mental  ilhie.ss. 

1 his  is  only  reasonable  in  the  light  ol  the  ex- 
plosion ol  biomedical  knowledge  and  increased  in- 
lorniation  which  is  jjotentially  pertinent  to  the 
physician  in  his  treatment  ol  the  sick  and  “well” 
individual.  However,  some  people  still  carry  copjiei 
bands  to  cine  arthritis  and  eat  jjoialoes  to  ward 
oil  the  “Fin."  .Myths  siicli  as  these  are  not  conhned 
to  the  sUi|nd  or  nnedneated  and  are  harmless  as 
compared  with  the  jnevalenl  myth  that  the  re- 
sponsibihy  lor  the  incli\idnars  health  lies  else- 
where than  with  the  individual  himsell. 

■Moses  was  the  first  public  health  ollicer,  not 
because  he  laid  clown  a sanitary  code  lor  coni- 
mnnilies,  their  water,  their  air  and  their  gar- 
bage, bill  because  he  directed  specific  prohibitions 
at  each  indicidnal  how  to  jirevent  clisea.se.  ,Vs  lar 
back  as  Hippocrates  time,  -lOO  B.C.,  two  c las.ses  ol 
disease  were  recogni/ed,  those  due  to  external 
causes  and  those  due  to  personal  causes  such  as 
il  regular  lood  habits,  exerci.se  and  other  habits  ol 
the  inclic  iclual.  I liese  achiionitions  have  not  been 
hilly  heeded  nor  have  they  taken  root. 

I he  laws  to  enlorce  public  health  measures  and 
the  agencies  set  up  with  power  and  authority  to 
enlorce  them  are  realistic,  practical  and  when 
cat  lied  out  protect  the  incliciclual  in  society  Irom 
exieiiial  causes  ol  disease.  Fliere  are,  however, 
obvious  limits  to  their  elfectiveness  in  ini|)roving 
peisonal  habits  ol  each  individual.  When  a doctor 
presc  lilies  jiersoiial  prevenlive  measures  lor  the  in- 


dividual patient  there  are  serious  blocks  and  limits 
to  their  compliance.  Most  peojile  are  more  cem- 
ceriied  with  the  problems  at  hand  than  with  those 
in  the  lulure  so  that  the  sell-discipline  recpiired  to 
prevent  disease  can  be  sadly  lacking.  .\  person  who 
does  not  discharge  his  responsibilities  to  society, 
laniily  or  Iriencl  earns  penalties,  .scorn  and  criti- 
cism. .\n  individual  who  lails  to  discharge  his 
re,s])onsibilities  to  himsell  is  usually  ignored. 

Is  a person  entitled  to  good  health?  'Fhe  whole 
jihilosojihy  of  our  .soc  iety  says  yes.  Fhe  whole  direc- 
tion of  biomedical  advance  .says  yes.  Every  individ- 
ual says  yes,  but  to  what  degree  does  he  reali/e 
what  he  has  to  do  to  justify  this  entitlement?  Hall 
of  knowing  what  you  want,  is  knowing  wh;it  you 
have  to  give  up  to  gel  it.  Now  that  medical  science 
has  developed  aclecjuale  iherajiy  for  so  many  tlis- 
ea.ses  one  would  expect  people  to  exercise  greater 
restraint  and  self-discipline,  es[)eciallv  in  respect  to 
personal  habits  that  have  been  shown  to  have 
harndid  effects. 

Fhere  is,  however,  developing  a backlash.  In- 
stead of  encouraging  restraint  and  a degree  of  .sell- 
denial,  a false  belief  is  growing  uj)  that  medicid 
science  will  be  able  to  cure  everything.  .\n  altitude 
ol  this  kind  has  led  a large  number  in  our  soci- 
ety into  carelessness,  self-indulgence,  excesses  and 
sell-detrimental  acts  all  accomjranied  by  a variety 
of  rationali/ations.  We  need  not  feat  venereal  dis- 
ease, it  is  curable.  Why  worry  about  illegitimate 
jMegnancy,  iheie  is  the  pill.  Why  not  smoke,  so  I'll 
live  shorter  but  enjoy  it  and  besides  by  the  time 
I’ll  get  cancer  it  will  be  curable.  Fhere  are  so  manv 
jrai  lies  but  I'll  be  careful  fiom  now  on,  etc.  Clearly 
it  is  necessary  for  the  medical  profession  to  put  the 
facts  sejuarely  before  the  pidtlic  .so  that  we  cannot 
be  accused  ol  inadecpialely  jrraclicing  jjreventive 
medicine,  .\mong  the  lactors  essential  to  the 
people’s  health  are— not  least,  “wise,  sensible  con- 
duct of  the  individual  and  his  acceptance  cjf  per- 
sonal responsibility.” 

In  the  Apocalypse  wan’s  evils  are  dejricted  as 
Concjuest,  .Slaughter,  Famine  and  Death.  Fhe  lout 
hor.semen  ol  the  .\pocalypse  in  ])eacetime  are  .Acci- 
dents, Alcoholism,  Smoking  and  Obesity.  Accidents 
ate  the  commonest  cause  of  death  in  the  young. 
Why  in  the  young— because  they  lack  individual  re- 
sponsibility  to  themselves  and  others  which  older 
people  have  already  leaiiied.  Fhen  there  is  acci- 
dental poisoning  mostly  among  children.  .Medicine 
presciibed  or  purchased  lor  other  members  ol  the 
family  are  responsible  for  more  than  half  of  the 
])oisonings,  despite  cliiect  warning  to  parents,  and 
continued  and  steady  j)ublicity  about  such  clangers. 

.Mcohol  consumjMion  is  increasing  over  and 
above  the  jjojjulalion  inc  tease.  In  Canada  with  ;i 
population  one  tenth  ol  outs,  there  ate  tut  esti- 
tttaled  lOn.DOO  alcoholics.'  Itt  this  couitiry  ;tl  lettsl 
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2,500,000  and  another  2,500,000  with  various  im- 
pairments. 'W'hat  this  means  in  seli  destruction, 
misery,  poverty  and  injury  to  others  needs  no 
elaboration.  Regardless  ol  whether  or  not  alcohol- 
ism is  labelled  a disease  there  is  a behavioral  com- 
ponent capable  of  being  controlled  through  a form 
of  self-discipline  as  witness  Alcoholics  Anonymous. 

There  is  a causal  relationship  between  smoking 
and  disease  despite  irresponsible  statements  to  the 
controversy.  Government  agencies,  medical  organ- 
izations, individual  doctors  and  health  personnel 
are  engaged,  though  feebly,  in  an  educational  pro- 
gram against  smoking.  Despite  this  the  sale  of 
cigarettes  increased  about  15  per  cent  in  the  last  six 
years.  Obesity  causes  ill  health.  Excepting  the 
obesity  causecl  by  disease,  it  is  a self-induced  afflic- 
tion, a perfect  example  of  the  abandonment  of  in- 
dividual responsibility.  The  horsemen  of  the 
Apocalypse  ride  on  leaving  death  and  disease  in 
their  wake. 

Preventive  medicine  cannot  be  effective  unless 
the  patient  understands,  cooperates  and  accepts  the 
necessary  restraints  of  his  personal  liberties.  Henry 
M.  Wriston,  President  Emeritus  of  Brown  Univer- 
sity has  statecU  that  “Democracy  is  the  political 
aspect  of  the  assertion  of  the  supreme  importance 
of  the  individual.”  This  kind  of  democracy  de- 
mands “Development  of  the  individual  physically, 
mentally  and  morally.”  . . . “Central  to  this  idea 
are  the  stimulation  and  the  discipline  of  the  in- 
dividual.” There  is  no  such  thing  as  “Mass  Edu- 
cation”—education  is  a wholly  individual  process; 
the  life  of  the  mind  . . . remains  a private  life 
responsibility,  a private  responsibility. 

“Doctor”  means  a learned  man,  a “teacher.”  It  is 
only  logical  that  Doctors  should  take  the  lead  in 
demanding  a complete  re-examination  of  the  pres- 
ent health  education  of  our  children.  This  educa- 
tion must  be  established  in  early  childhood  not 
after  habits  and  indifference  to  health  are  already 
well  established.  The  health-giving  and  life  saving 
truth  is  that  preservation  and  maintenance  of  per- 
sonal health  is  an  individual  responsibility.  It  calls 
for  self-discipline.  It  calls  not  only  for  knowledge 
but  for  the  desire,  the  motive  in  each  individual  to 
promote  his  own  health. 

There  is  no  doubt  of  the  gaps  that  exist  in  the 
teaching  of  preventive  health  measures  in  our 
schools.  Demands  exist  for  sex  education  but  this  is 
merely  a small  part  of  health  education  and  not  as 
important  as  mental  health  about  which  so  little 
is  taught  in  our  schools.  Eormal  health  education 
starts  at  about  ten  to  eleven  years  of  age,  too  late 
to  teach  good  personal  habits,  too  late  to  emphasize 
the  lifetime  self-discipline  needed  to  preserve 
health. 

A re-examination  of  our  health  education  system 
is  in  order.  It  is  not  the  responsibility  of  the  doctor 


alone  but  of  all  citizens.  During  this  re-examina- 
tion the  present  system  should  be  evaluated,  effec- 
tiveness of  each  system  assessed  and  constant  re- 
evaluation  to  improve  teaching  should  be  built 
into  any  system  of  teaching  health. 

The  great  myth  that  we  needn’t  worry  abottt 
future  health,  we  can  leave  it  to  medical  science 
will  persist  unless  this  is  done.  Laws  alone  or 
knowledge  alone  will  fail  in  efforts  to  affect  per- 
sonal habits  as  witness.  Prohibition,  and  the  futile 
gambling  laws.  We,  of  course,  cannot  be  sure  that 
the  great  myth  can  be  destroyed  by  education.  But 
it  must  be  successfully  coutiteracted  since  the 
health  of  the  people,  just  as  their  civilization  will 
“be  measured  by  the  extent  of  their  obedience  to 
the  unenforceable”— to  their  own  self-discipline. 

L.H.N. 
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Experiments  In  Medical  Education: 
A New  Curriculum  At  Sherbrooke 

It  is  7jothing  short  of  a miracle  that  modern 
methods  of  instruction  have  not  entirely  strangled 
the  holy  curiosity  of  inquiry Albert  Einstein. 

There  is  widespread  recognition  that  medicine 
must  evolve  new  patterns  in  both  medical  and  post 
graduate  education.  The  patterns  will  retpiire  that 
we  deepen  our  roots  in  science  and  at  the  same 
time  that  we  broaden  our  scope  of  service  to  man- 
kind. The  hope  for  the  future  requires  that  we 
must  reconsider  the  curriculum  in  our  medical 
schools  and  proceed  with  bold  innovations  in  pre- 
medical and  post-giaduate  education  as  well.  The 
recognition  that  no  individual  can  learn  all  the 
information  in  the  biological  sciences  and  that  the 
Doctor  of  Medicine  must  be  prepared  for  a diver- 
sity of  roles  requires  an  increased  flexibility  in 
medical  school  curriculum. 

We  all  know  that  the  medical  facts  of  tomorrow 
will  be  dilf'erent  from  those  of  today  and  this 
shoidd  reduce  our  compulsiveness  with  which  we 
stuff  our  students  with  today’s  “facts.”  It  has  been 
estimated  that  the  half  life  of  present  facts  is 
about  eight  years  and  therefore  when  a post- 
graduate doctor  is  ready  to  take  his  Board  Exami- 
nations eight  years  after  his  entry  into  a medical 
school,  much  of  what  he  has  learned  as  “facts” 
will  have  to  be  replaced.  It  would  be  better,  there- 
fore, if  we  cultivate  habits  of  independent  think- 
ing and  scholarship  which  will  ensure  continuing 
assimilation  of  new  knowledge  after  graduation. 

Undoubtedly  different  schools  will  adopt  differ- 
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ent  ways  of  meeting  the  need  for  greater  flexibility 
in  the  medical  t iirricttlum,  to  emjthasize  independ- 
ent thinking  and  scholarshi]>  lather  tliati  rote 
inemoi  ization.  Changes  in  ciirricuhim  can  at  best 
only  lacilitate  the  learning  experience.  The  essence 
ot  education,  therelore,  is  to  bring  together  the  iti- 
telligent  motivated  stndetit  with  the  teadier.  'I'he 
teacher’s  role  is  to  reduce  the  barrier  between  him 
and  his  student  and  with  knowledge  atid  enthtisi- 
asm  lor  his  stdyject  to  inspire  his  student  to  seek 
ktiowledge  atid  explanations  for  that  knowledge. 

new  medictil  school  in  Sherbrooke,  Quebec  has 
just  announced  its  api>roach  to  educating  the 
futtue  Doctor  ol  Medicine.  Dean  Beauregard  ex- 
plains the  fotir  major  objectives  of  the  new  school 
as  education  with  emphasis  on  the  learning  process, 
research  in  three  major  fields  of  endeavor,  basic, 
clinical  and  medico-social  sciences  and  ojjtimum 
patient  care  and  .service  to  society.  All  these  trials 
will  have  to  be  of  a dynamic  nature  to  be  revi.sed 
and  reassessed  constantly  and  critically  by  both 
jjrofessors  and  students. 

During  the  first  year  there  w'ill  be  fotir  periotls 
ol  two  months  each,  cell  biology,  normal  tissues, 
tibnormal  tissues,  and  then  two  systems  closely  re- 
lated to  tissues,  skin  and  blood.  Cell  biology  is  to 
be  sttidied  with  the  help  of  cytologists,  embryolo- 
gists, biochemists,  biomathematicians,  geneticists 
and  neurobiologists. 

Normal  tissues  are  to  be  studied  under  the 
guitlance  ol  histologists,  biochemists,  biophysicists 
and  physiologists.  Abnormal  tissues  will  be  studied 
with  the  help  ol  biophysicists,  microbiologists, 
pathologists  and  pharmacologists.  In  the  fourth 
period  of  the  first  year  more  specific  clinical  prob- 
lems are  introduced  through  the  study  of  derma- 
tology and  hematology,  which  will  require  the  col- 
laboration of  geneticists,  clinical  laboratory  spe- 
cialists, immunologists,  pharmacologists  and  der- 
matologists. 

'I  hroughout  the  first  year  as  the  student  learns 
abotit  the  variotis  components  of  man,  that  is  to 
say,  his  cells,  tissties,  orgaics,  he  will  likewise  delve 
at  another  level  into  the  various  components  of 
society,  man  and  his  development  in  health  and 
disease,  rejjerctissions  of  health  and  disease  tipon 
the  family,  the  community  and  society.  The  point 
is  to  make  the  student  become  aware  of  his  role  in 
society  as  well  as  his  responsibility  in  the  manage- 
ment ol  individual  jiatients. 

During  the  second  year  there  will  be  five  blocks, 
neurolocomotor,  cardiovasctdarrenal,  resjjiratory, 
gastro-intestinal,  endocrines,  incltiding  obstetiics 
and  gynecology.  Here  again  the  jjrofessors  will  be 
jjicketl  from  both  clinical  and  ftmdamental  disci- 
jjlines.  This  shotdd  make  students  more  aware  of 
the  imjjortance  ol  basic  science  in  the  management 
of  jjatients. 


Obviously  such  objectives  can  only  be  attained 
through  new  methods  of  ajjjjroach  to  learning.  Be- 
cause of  rajjid  ob.solescence  in  “facts”  the  em- 
jjhasis  will  be  on  attittitlinal  changes  which  can 
develojj  only  slowly  not  only  in  the  student  but  in 
the  jjio lessor  as  well. 

Mcjtivation  wall  be  imjjroved  by  introducing 
the  student  to  jjatients  in  the  cotirse  of  the  first 
year  when  they  are  studying  genetics  and  embryol- 
T student  will  begin  to  take  histories  and 
examine  the  patients.  Autojjsies  will  be  brought 
into  jjlay  to  assist  the  student  in  learning  the 
anatomy  ol  internal  organs.  Hojjefully  students 
will  be  led  to  raise  ejuestions  and  recognize  jjrob- 
lems  ol  ajjjjlied  jjathology  and  will  write  out  re- 
jjorts  on  the  history,  jjhysical  examination,  labora- 
tory results  and  evohition  during  the  jxitient’s  hos- 
jjital  stay  in  relation  to  the  gross  and  microscojjic 
findings.  In  this  way  he  may  acquire  the  habit  of 
jjroblem  solving. 

There  will  be  tutorial  sessions  between  students 
anti  jjrofesstjrs,  seminars  and  comjjrehensive  exam- 
inations whose  aim  jjrimarily  is  to  allow  the  stu- 
tlent  to  evaluate  his  jjrogress  and  the  jnofessor 
to  evaluate  his  own  success  or  failtire  in  the  role  of 
teacher.  The  examinations  are  integrated  because 
members  of  at  least  two  disciplines  are  collaborat- 
ing in  the  cotirses  ollered. 

rite  hist  two  yetirs  will  be  sjtent  in  the  univer- 
sity hosjjital  or  clinical  teaching  units  in  sjjccified 
derkshijjs.  Here  students  will  learn  to  use  the  jtrob- 
lem  solving  approach  to  each  patient.  This  pro- 
cedure would  include  in  the  work  up  a return  to 
all  basic  sciences  necessary  to  the  solutions  of  the 
|troblems  of  diagnosis  and  management. 

We  all  hojje  that  the  innovations,  faculty  enthu- 
siasm and  methods  ol  encotiraging  learning  at  Sher- 
brooke will  bring  about  the  jjositive  attitude 
wished  lor  by  Albert  Einstein  who  wrote  “it  is 
nothing  short  of  a miracle  that  modern  methods 
of  instruction  have  not  entirely  strangled  the  holy 
curiosity  of  inquiry.” 

L.H.N. 
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Bioamines  And  Emotion: 

II.  Catecholamine  Hypothesis  Of 
Affective  Disorders 

A significant  clarification  of  otir  tmdefstanding 
of  the  jjossible  relationshijj  of  the  biogenic  amines 
to  affective  states  has  come  from  studies  of  the 
changes  in  metabolism  of  brain  monamines  jjro- 
dticecl  by  clinically  active  psychotropic  drugs. ^ 
Reserjjine  has  been  rejjorted  to  jjrocluce  severe  cle- 
jjression  of  mood  in  some  jjatients  esjjecially  those 
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with  hypertension  treated  with  relatively  large 
doses.  The  action  is  reversible  when  the  drug  is 
stopped.  The  question  is  how  close  to  naturally 
occurring  depressive  disorders  is  this  one  produced 
pharmacologically,  and  what  does  reserpine  do  to 
bioamines  in  the  brain? 

In  experimental  animals  reserpine  interferes 
with  neural  binding  of  the  catecholamines  and 
serotonin  in  which  they  become  inactivated  and 
their  stores  depleted.  As  the  brain  levels  of  these 
amines  decrease,  the  animals  enter  into  a state  of 
sedation  analogous  to  depression  in  man.  Once  the 
brain  recovers  its  capacity  to  synthesize  norepine- 
phrin,  normal  motor  behavior  of  the  reserpine 
sedated  animal  returns.  The  hypothesis  suggests  it- 
self that  reserpine  induced  depression  is  related  to 
impairment  of  the  binding  of  monoamines.  Any 
chemical  which  can  pass  the  blood  brain  barrier 
and  be  converted  to  norepinephrin  should  there- 
fore restore  gross  behavior  of  the  animal  to  normal. 
The  role  of  serotonin  in  the  reserpine  syndrome 
seems  to  be  similar  to  that  of  catecholamine,  for  its 
production  causes  central  excitation  and  its  deple- 
tion contributes  to  depression. 

There  are,  however,  drugs  that  can  reduce  serot- 
onin content  of  the  brain  to  10  per  cent  without 
changing  the  norepinephrin  content,  but  sedation 
is  not  observed.  Apparently  there  must  also  occur 
depletion  of  norepinephrin  in  the  brain  to  achieve 
depression.  There  are  also  drugs  that  inhibit  brain 
synthesis  of  these  amines— monoamine  oxidase 
(MAO)  inhibitors.  Such  drugs  have  been  reported 
to  be  effective  in  the  treatment  of  depression.  What 
has  not  as  yet  been  solved  is  the  relative  clinical 
effectiveness  of  some  of  the  MAO  inhibitors  and 
whether  there  are  specific  subgroups  of  depressed 
patients  for  whom  these  drugs  are  indicated. 

The  question,  of  course,  is  wether  there  is  a cor- 
relation between  behavioral  excitation  and  in- 
creased concentration  of  a specific  amine.  By  using 
various  inhibitors,  doses,  and  animal  species  it  can 
be  shown  that  behavioral  excitation  is  temporally 
related  with  increase  in  levels  of  norepinephrin 
but  not  of  serotonin.  Does  the  excitation  which 
follows  MAO  inhibitors  arise  from  a spillover  of 
free  norepinephrin  on  to  receptor  sites?  This  is 
probably  a justified  theory  in  view  of  the  fact  one 
can  antagonize  reserpine  induced  depression  by 
prior  treatment  with  an  MAO  inhibitor. 

Imipramine  and  other  tricyclic  antidepressants 
have  been  found  to  be  the  most  clinically  effective 
of  the  antidepressant  drugs.  This  drug  seems  to 
potentiate  the  response  to  sympathetic  nerve  stim- 
ulation and  also  the  peripheral  effects  of  admin- 
istered norepinephrin  in  man.  Prior  treatment  with 
imipramine  can  prevent  reserpine  induced  seda- 
tion in  animals.  It  would  seem,  therefore,  that 
imipramine  exerts  its  antidepressant  action 


through  potentiation  of  catecholamines  at  adrener- 
gic receptor  sites  in  the  brain. 

Amphetamine  is  a short  acting  sympathomimetic 
psychic  stimulant  but  its  results  in  the  treatment 
of  depression  are  variable.  How  it  acts  is  still  spec- 
ulative. It  could  act  by  the  release  of  physiologi- 
cally active  norepinephrin  from  nerve  cells  and 
also  by  blocking  inactivation  of  norepinephrin  by 
cellular  re-uptake.  It  may  exert  a direct  effect  at 
receptor  sites.  Lithium  salts  have  been  used  in 
hypomania.  Schildkraut  and  Kety  think  its  action 
is  probably  the  result  of  deamination  of  norepine- 
phrin and  its  decrease  at  adrenergic  receptor  sites. 

If  depletion  of  norepinephrin  is  related  to  de- 
pression and  its  excess  availability  is  associated 
with  manic  states,  then  precursors  of  norepine- 
phrin that  can  pas  the  blood  brain  barrier  should 
help  to  overcome  depression.  Conversely  drugs  that 
reduce  availability  of  norepinephrin  at  binding 
sites  in  the  brain  should  serve  to  overcome  manic 
states.  It  is  thinking  of  this  type  which  has  led  a 
number  of  investigators  to  formulate  the  concept 
designated  the  Cathecholamine  Hypothesis  of  Af- 
fective Disorders:  that  some  if  not  all  depressions 
may  be  associated  with  a relative  deficiency  of  nor- 
epinephrin at  functionally  important  adrenergic 
receptor  sites  in  the  brain,  whereas  elation  may 
be  associated  with  an  excess  of  such  amines. 

Even  though  there  appears  to  be  a fairly  con- 
sistant  relationship  between  the  effects  of  pharma- 
cologic agents  on  norepinephrin  metabolism  and 
on  affective  states,  confirmation  of  this  hypothesis 
must  ultimately  depend  on  direct  demonstration 
of  the  biochemical  abnormality  in  the  naturally 
occurring  illness.  Suppose  such  a demonstration  of 
a biochemical  abnormality  could  be  demonstrated, 
would  this  necessarily  imply  a genetic  or  constitu- 
tional basis  or  could  it  also  result  from  environ- 
mental psychological  factors  as  well? 

It  is  conceivable  that  specific  genetic  factors  may 
be  of  importance  in  the  etiology  of  some  and  pos- 
sibly all  depressions  or  manic  states.  It  is  equally 
conceivable  that  early  experiences  of  the  infant  or 
child  may  cause  enduring  biochemical  changes  and 
that  these  may  predispose  some  individuals  to  de- 
pressive states  in  adulthood.  We  already  have 
parallels  of  this  concept  in  the  developing  knowl- 
edge of  the  role  of  hormones  in  the  organization 
of  the  nervous  system  (gonadal  hormones,  cortico- 
steroids, thyroid).^ 

A final  question  is  whether  changes  in  the 
metabolism  of  the  biogenic  amines  can  alone  ac- 
count for  the  complex  phenomena  of  normal  or 
pathological  affect?  Schildkraut  and  Kety  think  this 
not  likely.  It  is  true  that  the  effects  of  these  amines 
at  particular  sites  in  the  brain  may  be  of  crucial 
importance  in  the  regulation  of  affect.  Many  other 
concomitant  biochemical,  physiological  and  psy- 
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chological  factors,  may  have  to  be  inluded  in  any 
(omprehensive  formulation  of  the  pliysiology  of 
the  alfective  states. 

There  must  be  many  intricate  environmental 
and  psychological  determinants  of  emotion  whose 
importance  cannot  but  be  stressed.  W'e  kmnv  from 
personal  exjierience,  how  easily  alfective  states  are 
induced  by  environmental  events.  W’hat  role  cog- 
nitive factors  which  are  derived  from  the  individ- 
uals remote  and  immediate  past  experience  play, 
will  need  particidar  exploration.  Before  we  may 
expect  to  understand  fully  the  relationshijj  of  the 
biogenic  amines  to  emotional  states,  we  obviously 
will  need  investigation  in  a wide  variety  of  parame- 
ters. In  other  words,  by  a multifactorial  approach. 

L.H.N. 
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The  Korotkoff  Sounds  In  Shock 

I here  is  no  doubt  that  there  is  a restirgence  of 
emphasis  on  the  vahte  of  the  stethoscope  in  diag- 
nosis. The  advent  of  sitrgery  for  congenital  heart 
disease  and  rheitmatic  heart  disease  has  enhanced 
the  value  of  the  stethoscope.  Listening  for  abnormal 
sottnds  is  no  longer  an  academic  exercise  in  diag- 
nosis of  formerly  incurable  lesions.  It  is  ati  effort 
well  rewarded  by  success. 

The  useftthiess  of  auscultation  has  extended  well 
beyond  the  chest,  to  inchtde  the  neck,  abdomen 
and  extremities.  listening  over  the  carotids  is  now 
a necessary  feature  since  carotid  artery  lesions  cati 
cause  intermittent  or  permanent  cerebrovascidar 
damage.  .Similarly  we  know  that  renova.scular  le- 
sions are  lemovable  causes  of  some  cases  of  hyper- 
tension and  this  has  made  it  imperative  to  aus- 
cultate the  flanks,  loins  and  upper  abdomen  in 
every  case  of  hypertension  for  the  telltale  murmur 
ol  renal  artery  (jbstruction.  Occasionally  a pan- 
creatic tumor  obstructing  the  splenic  artery  and  a 
hepatoma  obstructing  the  hepatic  artery  can  also 
produce  a murmur  and  this  also  directs  our  atten- 
tion to  auscidtate  over  these  abdominal  organs. ' 

If  the  stethoscope  is  becoming  a more  usefid  tool 
than  ever  before,  we  must  also  recogni/e  its  limita- 
tions esjtecially  in  auscultating  for  the  blood  jnes- 
sure  and  pidse  pressure  in  shock.  Cohn^  has  pre- 
viously pointed  out  that  .some  patients  will  have  the 
])eripheral  manifestations  of  shock  ;ind  still  have 
normal  intraarterial  pressure  when  there  is  marked- 
ly reduced  or  even  absent  culf  ])re,ssure  and  upper 
extremity  pulses.  It  is  important  to  recognize  tliat 
low  cuff  pressure  and  upper  extremity  pressure  do 
not  nece,ssarily  indicate  hypotension. 


Cohn  performed  his  studies  by  simultaneously 
recording  intra-arterial  and  culf  ])ressures  in  pa- 
tients with  hypotension  and  shock.  He  also  set  up 
an  experimental  model  in  normal  subjects  to  deter- 
mine why  it  is  that  the  Korotkoff  .sounds  and  ar- 
terial pulsations  tend  to  disajjpear  in  shock.  In  the 
normal  subjects  he  infused  angiotensinase  into  the 
arm  to  raise  the  peripheral  vascidar  resistance.  At  a 
certain  point  when  the  peripheral  vascular  re- 
sistance in  the  arm  was  sufficiently  raised,  the  pulse 
and  Korotkoff  sounds  disappeared.  Of  course  raising 
the  peripheral  vascular  resistance  reduced  the  flow 
of  blood  through  the  arm  and  forearm  and  this 
was  as.sociatecl  with  marked  diminution  of  the  in- 
tensity of  the  Korotkoff  sounds  and  obliteration  of 
the  pulse. 

In  the  presence  of  experimental  arteriolar  con- 
striction in  the  upper  extremity,  the  diastolic  run- 
off is  of  course  slowed  and  a sharp  pressure  drop 
does  not  occur  below  the  occltiding  cuff.  The  ab- 
.sence  of  a pressure  drop  woidcl  then  prevent  the  jet 
How  which  is  necessary  for  the  production  of  ar- 
terial sounds.  In  addition  the  experimental  vaso- 
constriction produces  increased  arterial  wall  ten- 
sion and  this  also  might  render  the  artery  wall 
less  likely  to  respond  with  audible  vibrations. 

It  is  worth  recalling  that  the  sounds  created  over 
the  brachial  artery  when  a cuff  on  the  arm  is  in- 
flated between  systolic  and  diastolic  pressure  prob- 
ably results  from  vibrations  in  the  arterial  wall  set 
in  motion  by  intermittent  flow  through  the  com- 
pressed segment.®  Lhe  passage  of  a momentary  jet 
of  blood  when  the  artery  is  forced  open  by  the 
propagated  pressure  wave  depends  in  part  on  a 
sharp  arterial  pressure  gradient  from  above  to  be- 
low the  occluding  cuff.  If  there  is  absence  of  Korot- 
koff sounds  then  either  insufficient  flow  has  oc- 
curred through  the  compressed  vessel  or  the  vessel 
wall  has  been  altered  so  that  audible  vibrations  do 
not  occur.  RodbarcL  has  emphasized  the  role  of 
blood  How  in  determining  the  intensity  of  the 
Korotkoff  sounds. 

It  has  been  known  for  a long  time  that  Korotkoff 
sounds  may  not  be  audible  in  some  cases  of  shock. 
In  Cohn’s  patients  with  shock,  in  those  that  had 
cool  clammy  skin  and  also  a high  peripheral  vas- 
cular resistance,  the  blood  presstire  obtained  by 
Korotkoff  sounds  below  the  ctilf  or  by  palpation  of 
the  artery  greatly  underestimated  the  arterial  pres- 
suer  just  as  did  the  .same  phenomenon  produced 
experimentally  by  vasoconstriction  in  normal  sidi- 
jects.  I'he  auscidtatory  jmlse  jiresstire  was  very  nar- 
row and  yet  when  measured  directly  by  a catheter  in 
the  artery  the  pidse  pressure  was  actually  not  re- 
duced. 

Even  though  the  brachial  and  radial  pulses  were 
often  impalpable,  in  five  patients  with  shock, 
femoral  pulsations  usually  remained  strong.  .Such 
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observations  make  it  unlikely  that  the  disappear- 
ance of  peripheral  pulses  in  shock  can  be  accounted 
for  by  diminished  intra-arterial  pulse  pressures. 

The  pulse  felt  over  a peripheral  artery  depends 
first  on  the  pressure  fluctuations  within  the  vessel. 
Second  it  depends  on  the  ability  of  the  fingers  to 
compress  the  vessel  and  to  detect  expansion  with 
each  pulse  wave.  In  the  presence  of  vasoconstric- 
tion a frequent  compensatory  mechanism  in  shock 
and  especially  if  levarterenol  is  infused  with  the  in- 
tent of  raising  arterial  pressure,  the  smaller  muscu- 
lar arteries  become  less  compressible.  Finally  there 
is  diminished  distensibility  and  a much  reduced 
volume  of  blood  advancing  in  the  artery  with  each 
heart  beat.  This  could  produce  normal  intra-ar- 
terial pressure  fluctuations  with  a diminished  or 
even  impalpable  arterial  pulse  and  certainly  absent 
Korotkoff  sounds. 

The  discrepancy  between  intra-arterial  and  cuff 
pressures  in  patients  with  shock  may  have  im- 
portant clinical  implications.  A false  impression  of 
hypotension  by  Korotkoff  sounds  and  palpation  can 
lead  to  treatment  with  vasocompressor  drtigs,  pro- 
duce actual  hypertension  and  even  acute  heart  fail- 
ure. Evaluation  of  the  strength  of  the  femoral  pulsa- 
tions often  gives  valuable  information  about  the 
level  of  arterial  pressure  in  vasoconstricted  patients. 
It  is  readily  understood  why  infusion  with  Dextran 
40  and  the  use  of  isoproterenol  is  coming  to  replace 
vasoconstrictor  drugs  in  the  treatment  of  shock." 

L.H.N. 
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Depression  From  Infant-Mother 
Separation 

Higher  organisms  that  are  not  precocial  do  re- 
quire parental  care  in  order  to  develop  normally. 
I'he  relationship  between  infant  and  mother  is 
thus  crucial  and  the  consequences  of  disruption  of 
this  relationship  are  momentous. 

EngeF  has  described  two  basic  response  systems 
as  available  to  an  organism  for  dealing  with  mount- 


ing stress.  One  is  an  agitated  phase,  the  “flight- 
fight”  response  pattern  is  one  intended  to  effect  a 
reunion  with  the  mother  if  she  is  available.  A 
second  phase  is  strikingly  similar  to  the  syndrome 
of  anaclitic  depression  also  reported  by  Spitz  in 
human  infants  separated  from  their  mothers.  This 
response  pattern  was  termed  by  Engel  “conserva- 
tion-withdrawal” and  involves  inactivity  . . . with 
withdrawal  from  the  environment.”  It  appears  to 
conserve  energy  and  avoid  injury.  If  the  human  in- 
fant had  greater  development  of  locomotor  ability 
he  could  perhaps  be  enabled  to  re-engage  the  en- 
vironment actively  on  his  own.  But  in  the  absence 
of  locomotor  activity  serious  and  severe  effects  in 
human  infants  do  follow  separation  from  mothers 
for  more  than  a brief  period. 

Kaufman  and  Rosenbloom^  have  just  described 
their  results  of  a months  separation  of  infant  pig- 
tail monkeys  from  their  mothers.  They  found  two 
striking  effects  of  the  months  separation.  Three 
of  the  fotir  infant  monkeys  developed  a severe  de- 
pression and  in  all  four  there  was  a marked  and 
long  lasting  intensification  of  the  mother  infant  re- 
lationship after  mother  and  infant  were  reunited. 
The  physical  separation  of  mother  and  infant  was 
done  outside  the  pen  with  a minimum  of  handling 
and  trauma.  The  mother  was  placed  in  a separate 
location  and  the  infant  returned  to  the  group.  After 
four  weeks  the  mother  was  returnerl  to  the  grovqr. 

The  reaction  separation  in  three  infants  fell  into 
three  phases,  agitation,  depression,  recovery.  A 
fourth  infant  showed  agitation  and  recovery  with- 
out depression.  During  the  agitation  phase,  there 
was  pacing,  searching,  head  movements,  frequent 
trips  to  the  doors  and  tvindows,  sporadic  but  short 
lived  bursts  of  erratic  play,  and  brief  movements  to 
other  members  of  the  group.  Cooing  the  plaintive 
distress  call  of  the  young  macaque  was  frequent  and 
there  was  also  mucii  self-directive  activity  such  as 
sucking  of  digits,  mouthing  and  handling  other 
parts  of  the  body  including  the  genitals  and  for 
the  first  twenty  four  hours  the  infant  did  not  sleep. 

After  this  each  infant  sat  hunched  over  almost 
rolled  in  a ball  with  head  down  between  his  legs. 
Movement  was  rare  except  when  the  infant  was  ac- 
tively displaced.  The  movement  which  did  occur 
appeared  to  be  in  slow  motion,  except  at  feeding 
time  or  in  response  to  aggression.  Play  virtually 
ceased.  The  infant  appeared  disinterested  in  and 
disengaged  from  the  environment. 

Gradually  the  recovery  started  after  five  to  six 
days  with  resumption  of  a more  upright  posture  and 
resurgence  of  interest  in  the  inanimate  environ- 
ment. Slow  tentative  exploration  was  then  followed 
by  attempts  to  interact  with  his  social  environ- 
ment and  then  he  began  to  play.  But  the  depres- 
sion though  abating  continued.  Periods  of  depres- 
sion alternated  with  periods  of  inanimate  object  ex- 
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ploration  and  play.  Movement  increased  in  amount 
and  tempo.  I'owards  the  end  of  the  month  the 
infant  was  alert  and  active  a great  deal  of  the  time 
although  he  by  no  means  behaved  like  a typical  in- 
la  nt  of  that  age. 

Wdien  the  mother  was  reintroduced  to  the  group 
another  dramatic  change  occurred.  There  w'as  a 
tremendous  rea.ssertion  of  the  dyadic  relationship 
with  marked  increase  in  closeness.  Clinging  by  the 
infant,  protective  enclosure  by  the  mother  and 
nipple  contact  all  rose  significantly  in  the  month 
after  reunion.  Even  in  the  third  month  after  re- 
union this  trend  was  still  evident.  This  is  striking  in 
view  of  the  fact  that  ordinarily  for  the  age  periods 
involved,  the.se  particular  behaviors  fall  consider- 
ably. It  is  very  significant  also  that  maternal  be- 
havior w'hich  normally  discourages  dyadic  cohesive- 
ne.ss  at  this  age  such  as  punitive  deterence  and 
nipple  w’ithdrawal  appeared  very  rarely. 

It  would  appear  that  the  stages  of  reaction  ob- 
served by  Kaufman  and  Rosenbloom  represent  the 
sncce.ssive  efforts  at  adaptation  noted  above  for  the 
human  infant.  I'he  striking  similarity  between  the 
early  stages  of  the  reaction  of  separation  of  pigtail 
infants  and  the  human  infant  suggests  that  the 
mediating  central  nervous  system  response  systems 
may  be  common  to  both  species.  The  recovery  phase 
not  seen  in  the  human  infant  may  be  attributed  in 
the  monkey  infant  to  his  greater  locomotor  ability 
which  enaliles  him  to  re-engage  the  environment 
actively  on  his  owm.  The  human  infant  wdthout  de- 
veloped  locomotor  ability  cannot  re-engage  his  en- 
vironment and  must  remain  in  a phase  of  depres- 
sion. 

L.H.N. 
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Polymyalgia  Rheumatica  And 
Blindness 

Polymyalgia  rheumatica  is  a term  first  suggested 
by  Barber  in  1957  for  the  syndrome  of  severe  limb- 
girdle  muscle  aching  and  stiffness  in  elderly  persons 
who  also  have  strikingly  elevated  E.S.R.  usually 
about  100  mm.  by  the  VV^estergren  method.  There 
seems  to  be  no  evidence  of  inflammation  in  the 
muscles:  the  serum  enzymes  such  as  phosphocrea- 
tinekinase  that  often  reflects  muscle  necrosis  are 
normal.  Muscle  biopsy  show's  neither  inflammatory 
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cells  nor  changes  in  the  fiber  and  the  electromyo- 
gram is  normal. 

The  syndome  has  been  discussed  extensively  in 
Europe  and  Seze  has  published  a comprehensive 
review.^  Whether  it  is  more  common  abroad  or 
more  frequently  recognized  there  than  in  this 
country  is  still  moot,  although  a number  of  reports 
indicate  it  is  present  here  also  and  Davidson^  has 
found  fourteen  cases  at  Mount  Sinai  in  New  York 
in  the  last  two  years  and  one  case  was  reported  in 
this  Journal  recently. 

The  syndrome  has  practical  importance  as  in  the 
two  cases  of  blindness  reported  by  Fessel  and  Pear- 
son.3  In  the  first  place  before  the  correct  diag- 
nosis is  established  patients  are  usually  studied  ex- 
haustively for  the  presence  of  other  diseases  especial- 
ly neoplasms  that  may  be  intracranial  or  have 
spread  to  the  vertebra.  This  leads  to  tedious  diag- 
nostic studies  that  are  almost  always  made  but 
which  might  be  avoided  if  the  possibility  of  poly- 
myalgia rheumatica  were  considered.  In  this  case 
temporal  artery  biopsy  would  be  made  early  and 
might  reveal  a giant  cell  arteritis.  The  second  point 
is  that  the  existence  of  a cranial  arteritis  carries  a 
clanger  of  sudden  blindness  which  the  physician 
may  avert  if  forewarned. 

It  has  been  known  for  many  years  that  the  elder- 
ly who  are  the  chief  sufferers  with  polymyalgia 
rheumatica  are  also  subject  to  a destructive  vasculi- 
tis involving  the  aorta,  its  principal  branches,  and 
especially  the  cranial  arteries.  Like  other  vasculi- 
tides,  temporal  and  cranial  arteritis  causes  a re- 
markably varied  clinical  picture,  but  one  of  the 
more  serious  events  is  blindness.  In  addition  ach- 
ing muscles,  pains  and  lameness  about  the  shoulder 
girdle  is  a common  manifestation.  The  question  of 
course  arises  whether  in  such  patients  the  symptoms 
of  polymyalgia  rheumatica  are  a result  of  the  arteri- 
tis or  whether  both  vasculitis  and  polymyalgia  rheu- 
matica coexist  in  the  same  patient. 

From  the  nosologic  point  of  view  polymyalgia 
rheumatica  could  be  a disease,  sui  generis,  or  a vari- 
ant of  giant  cell  arteritis  or  a mixture  of  various  dis- 
orders one  of  which  is  giant  cell  arteritis.  There 
have  been  a number  of  reports  of  polymyalgia 
rheumatica  in  which  at  a later  date  a few  patients 
developed  rheumatoid  arthritis.  The  reports,  how- 
ever, because  the  patients  had  no  visual  disorders, 
did  not  reveal  that  temporal  artery  biopsy  was  done. 
There  may,  in  fact,  be  no  external  evidence  of  tem- 
poral arteritis  and  yet  the  biopsy  may  at  times  be 
positive.  Obviously  in  the  absence  of  a biopsy  in 
such  patients  it  is  not  possible  to  say  that  poly- 
myalgia rheumatica  is  a separate  entity  from  giant 
cell  arteritis. 

There  is  a similarity  between  polymyalgia  rheu- 
matica and  giant  cell  arteritis.  In  the  first  place  a 
definite  number  of  patients  of  polymyalgia  rheu- 
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malica  do  Iiavc  giant  cell  arteiitis  and  the  incidence 
as  Fessel  and  Pearson  point  out  varies  Iroin  seven 
out  ol  nine,  to  seven  out  ol  liltecn  to  twelve  out  of 
twenty-one  cases  examined  by  dilleient  woikers. 
Furthei mot e,  iti  patients  who  have  had  l)iopsies  of 
the  teinjjoral  ;nteiy,  thirteeti  weie  fotmcl  positive 
out  of  seventy  and  in  another  series  teti  were  foutid 
positive  out  of  thirty  jKitients  diagtiosed  as  having 
polymyalgia  rhetnnatica. 

If  polymyalgia  rheumatica  is  a valiant  of  giant 
cell  arteritis  then  one  would  think  that  it  exists  as 
a benign  form  also.  Nevertheless  a relatively  high 
incidence  of  giant  cell  arteritis  is  present  in  poly- 
myalgia rhetnnatica  and  may  Ite  the  underlying 
disease  iti  up  to  half  of  the  jtatients.  Fhe  tnatter  is 
im]rortant  because  it  is  geneially  agreed  that  the 
severe  complications  of  cranial  arteiitis  especially 
blindness  can  he  contrcjlled  atid  even  prevented  by 
corticosteroid  therapy.  The  closes  usually  recpiired, 
however,  are  latge  enough  to  subject  the  ])atient  to 
many  of  the  side  effects  ol  such  agents  and  in  the 
elderly,  interc  tn  rent  infec  tions  or  c ripjiling  osteo- 
porosis. 

It  is  clear  that  we  must  have  a high  index  of  sus- 
picion for  polymyalgia  rheumatica  in  elderly  pa- 
tients who  suffer  from  a sytidrome  of  severe  limh- 
girtlle  imtscle  aching  and  stifftiess  atid  who  have  a 
high  E.R.S.  Such  patients  recjuire  that  a biopsy  of 
the  temporal  at  tery  he  made  and  if  arteritis  is  .seen 
especially  with  giant  cells,  theti  steroids  should  he 


itsed  in  high  doses— the  ecjuivaient  of  40— (i  mg. 
predtiisotie  daily  for  twelve  weeks,  to  reduce  the 
incidence  of  blitidness  and  the  majority  of  visttal 
complicatiotis  which  may  appear  within  twelve 
weeks  of  the  otrset  of  general  sytn[)toms.  .\fter  the 
initial  treatment  with  large  doses  of  steroids,  the 
patient  may  recpiire  maititetiance  ciii  low  closes  for 
;i  longer  period  to  cotitrol  the  myalgia. 

If  polymyalgia  rheumatica  is  not  always  clue  to  a 
vasculitis,  how  can  we  recognize  it  as  a separate 
etitity  without  biopsy  of  the  temporal  arteries. 
1 here  are  even  reports  that  in  cranial  arteritis  even 
with  extensive  involvement,  the  temporal  artery 
may  be  spared.  Nevertheless  much  can  be  said  in 
favor  of  routine  hiop.sy  of  the  temporal  arteries  in 
suspected  cases  of  polymyalgia  rheumatica  to  rule 
out  cranial  arteritis.  Fhis  does  not  rule  out  the 
valtie  of  steriods  hut  makes  smaller  doses  advisable 
if  giant  cell  arteritis  is  not  revealed. 

L.H.N. 
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Biliobronchial  Fistula.  Report  Of  A Case 


Gustaf  E.  Lindskog,  M.D.  and  James  M.  Shannon,  M.D. 


Biliobronchial  Fistula 

Biliobronchial  fistula  is  a rare  condition  charac- 
terized by  a jjathologic  communication  between  the 
liver  or  extrahepatic  biliary  tract  and  the  bronchial 
tree.  The  pathognomonic  symptom,  usually  an  un- 
mistakable one,  is  the  expectoration  of  bile  or  bile- 
stained  sputum.  'I’he  lesion  is  of  infectious  or  trau- 
matic origin,  .sometimes  related  to  imperfect  sur- 
gery. 

According  to  Morton  and  Phillips  (1928)  amoebic 
abscess  and  echinococcus  cyst  of  the  liver  are  the 
principal  causative  lesions.  However,  in  the  present 
era  and  in  this  jrart  of  the  wmrfd,  pyogenic  abscess  of 
the  liver  or  the  sub-diaphragmatic  spaces  provides 
the  usual  exciting  cause.  Blockage  of  the  common 
duct  by  stone,  strictures,  gramdomas  or,  rarely,  para- 
sites leads  to  increased  intrabiliary  pressure,  bile  re- 
tention, asceiuling  cholangitis,  hepatic  abscess  or 
subdiaphragmatic  peritonitis.  When  allowed  to 
evolve  without  adequate  medical  and  surgical  treat- 
ment, an  absce.ss  may  dissect  through  the  substance 
of  the  diaphragm  along  lymjrhatic  channels  into  an 
adherent  lung  or  into  the  free  pleural  space.  (This 
course  may  be  jnecipitated  by  errors  in  surgical 
technique).  7’he  essential  pathologic  process  is,  in 
general,  below  the  diaphragm  and  not  above  it. 
Primary  siqjpurative  disease  of  the  lung  and  com- 
plicating  pleural  empyema  almost  never  traverse  the 
diaphragm  to  the  peritoneal  spaces  inferiorly  except 
in  certain  cases  of  tuberculosis  or  actinomycosis. 

Morton  and  Phillips’  review  of  the  literature  in 
1928  revealed  fifty  cases  of  biliobronchial  fistula,  in- 
cluding one  of  their  own  experience.  Other  cases 
have  been  added  sporadically  since  that  time.  Guy 
and  Olack  (1947)  were  able  to  collect  a total  of  64, 
six  of  which  were  clearly  traumatic  in  origin.  Con- 
sidering the  large  number  of  military  wounds  which 
may  involve  the  diaphragm  and  liver  simultaneous- 
ly it  is  remarkable  that  World  War  II  and  the 
Korean  War  have  yielded  few  reported  instances  of 
biliobronchial  fistula. 

In  penetrating  wounds  of  the  chest  wall,  dia- 
phragm and  liver  especially  when  caused  by  irregu- 
lar metallic  fragments,  the  soft  tissues,  ribs  and 
hepatic  parenchyma  may  be  extensively  fragmented 
and  devitalized.  In  addition  fragments  of  clothing. 

From  the  De^jartment  of  Surgery,  Yale  University  School  of 
Medicine,  Neiv  Haveti,  Connecticut. 


splinters  of  bone  and  pieces  of  metal  contribute  to 
the  contamination  and  favor  the  persistence  of  in- 
fection. Even  a smooth  and  cleanly  penetrating 
high-velocity  bullet  has  sufficient  kinetic  energy  to 
cause  necrosis  of  tissues  along  its  path  through  the 
liver  and  other  organs. 

d he  ccmnnonest  location  of  the  fistulous  tract  is 
between  the  posterior-superior  surface  of  the  right 
hepatic  lobe  and  the  diaphragmatic  surface  of  the 
right  lower  lobe,  rarely  the  middle. 

Whatever  may  be  the  pathogenetic  mechanism,  a 
diagnosis  is  usually  easily  established  by  the  ex- 
pectoration of  bitter-tasting,  yellow  sputum  which 
may  vary  in  amount  from  several  milliliters  to  more 
than  one  liter  of  liquid  daily,  this  occurring  in  a pa- 
tient who  has  reason  for  infection  to  localize  in  the 
biliary  tract  or  subdiaphragmatic  spaces.  The  spu- 
tum is  typically  alkaline  in  reaction,  and  yields  a 
])ositive  test  for  bile.  Ordinary  roentgenograms  may 
show  a basilar  pulmonary  infiltrate,  pleural  effu- 
sion, an  elevated  or  fixed  hemidiaphragm,  an  en- 
larged liver  or  sometimes  air-fluid  levels  within  the 
hepatic  outline.  None  of  these  constitute  pathogno- 
monic signs  of  fistula.  Attempts  to  outline  the 
fistulous  communication  by  the  injection  of  radio- 
jjaque  media  instilled  into  the  bronchial  tree  are 
doomed  usually  to  failure,  because  the  tract  is  tor- 
tuous, narrow,  and  lined  with  granidation  tissue  or 
exudate;  also  the  pressure  gradient  is  from  the  bile 
ducts  to  the  bronchi.  However,  iodized  oil  broncho- 
graphy may  succeed  in  certain  cases,  and  is  in- 
dicated in  long-standing  cases  to  determine  the 
presence  or  absence  of  bronchiectasis  or  pidmonary 
abscess,  the  existence  of  which  may  influence  the 
therapeutic  program.  Cienerally,  the  lungs  and 
bronchi  appear  to  tolerate  even  lengthy  exposure  to 
bile  surprisingly  well. 

Treatment 

The  therapy  is  ideally  preventive.  A sound  knowl- 
edge of  the  surgical  anatomy  involved  in  biliary 
tract  operations,  correction  of  obstructive  lesions  in 
the  extrahepatic  bile  ducts,  early  diagnosis  and 
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proper  selection  o£  antibiotics  in  the  management 
of  acute  biliary  infections  will  reduce  the  incidence 
of  this  dreaded  complication. 

In  the  management  of  wounds  traversing  the 
thoracic  cavity,  diaphragm  and  liver,  adequate  ex- 
posure for  hemostasis,  debridement  of  devitalized 
tissues  and  removal  of  foreign  bodies  are  of  prime 
importance.  This  usually  means  a combined  thor- 
aco-abdominal  incision.  After  the  necessary  surgery 
has  been  accomplished,  adequate  drainage  of  both 
pleural  cavity  and  subcliaphragmatic  space  must  be 
obtained.  After  closure  of  the  diaphragm  with  non- 
absorbable sutures,  the  pleural  space  is  drained  by 
intercostal  catheters,  and  the  subcliaphragmatic 
space  separately  through  the  abdominal  wall. 

The  possibility  of  spontaneous  cure  in  a bilio- 
bronchial  fistula  without  surgical  intervention  is 
small,  and  then  only  after  a prolonged  period  of 
drainage  with  possible  episodes  of  serious  hemor- 
rhage, metabolic  derangements  and  remote  infec- 
tious complications.  Those  cases  of  biliobronchial 
fistula  which  result  from  extrahepatic  bile  duct  ob- 
struction, as  by  stone  or  stricture,  must  be  ap- 
proached through  a laparotomy  to  establish  a nor- 
mal flow  of  bile  and  reduce  the  biliary  hypertension. 
Healing  of  the  fistula  will  usually  follow  quite 
rapidly. 

In  very  chronic  cases,  especially  those  of  trauma- 
tic origin,  a thoracic  incision  or  thoracolaparotomy 
may  be  required  with  lysis  of  adhesions  and  decorti- 
cation of  the  adherent  lung,  closure  of  the  hstula, 
debridement  of  the  liver,  and  removal  of  foreign 
bodies,  followed  by  a meticulous  repair  of  the 
diaphragm  and  separate  drainage  of  the  pleural  and 
subdiaphragmatic  spaces. 

Case  Report 

R.  G.,  Nos.  40-80-45,  a white  male  barber  of  64  years,  was 
admitted  to  the  New  Haven  Hospital  with  complaints  of 
malaise,  shortness  of  hreath  and  coughing  up  of  bile-stained 
material.  About  eight  years  before  the  present  admission,  the 
patient  began  to  have  episodes  of  postprandial  epigastric  and 
right  upper  quadrant  pain,  belching  and  flatulence  with  oc- 
casional nausea  and  vomiting.  After  two  or  three  attacks  in 
the  summer  preceding  his  admission,  his  urine  became  un- 
naturally dark  and  stools  light  in  color.  Therefore,  his  family 
physician  obtained  an  X-ray  study  of  the  gallbladder  which 
revealed  multiple  large  and  small  stones.  On  December  17, 
1953,  five  months  before  admission  to  this  service,  he  under- 
went cholecystectomy  and  appendectomy  in  another  hospital 
but  the  common  duct  was  not  explored.  The  immediate  con- 
valescence was  a stormy  one  with  high  fever  and  mental  con- 
fusion until  drainage  of  a subdiaphragmatic  abscess  was  ac- 
complished after  resection  of  the  right  12th  rib  posteriorly. 
Two  months  later,  when  external  drainage  appeared  to  have 
ceased,  the  wound  reopened  one  day  and  drained  voluminous 
yellow-brown  malodorous  fluid.  This  drainage  persisted  for 
three  weeks.  One  month  before  the  present  admission  the 
patient  developed  dyspnea  and  an  increasing  cough  produc- 
tive of  copious,  yellow  sputum  with  a bitter  taste.  The  patient 


began  again  to  have  febrile  episodes  and  drenching  sweats 
but  no  abdominal  or  chest  pain.  He  lost  30  pounds  in  weight. 
His  ankles  began  to  swell  markedly:  he  was  comfortable  only 
in  the  sitting  or  standing  position;  reclining  caused  a marked 
increase  in  cough.  His  urine  was  noted  to  he  intermittently 
dark  or  coppery  red. 

Physical  examination  on  May  14,  1954  revealed  a well- 
developed  but  wasted,  elderly,  dyspnocic  white  male  con- 
fined to  bed,  coughing  markedly  and  raising  large  amounts  of 
bile-stained  sputum.  T.  103.2;  P.  140,  R.  32  and  B.P.  154/70. 
The  skin  was  moist  and  sallow  but  not  frankly  icteric.  There 
was  a right  internal  strabismus.  A healed  incision  was  noted 
over  the  right  posterior  twelfth  rib.  Abundant  coar.se  moist 
rales  were  heard  over  the  right  chest  below  the  level  of  the 
fifth  rib  with  dullness  to  percussion  at  both  lung  bases.  In  the 
right  upper  abdomen  was  a healed  oblique  incision  with  a 
large  incisional  hernia  in  its  central  portion.  No  enlarged 
viscera,  masses  or  tender  areas  could  be  palpated.  The 
prostate  gland  was  enlarged,  smooth  and  non-tender.  There 
was  moderate  pretibial  pitting  edema  and  distension  of  the 
siqrerficial  leg  veins  with  localized  varices  of  the  right  pre- 
libial  region. 

Admission  laboratory  studies  included  an  R.B.C.  of  4.8 
million;  Hgb.  14;  Hct.  45;  W.B.C.  15,000,  89%  polys,  6%, 
lymphs  and  5%  monos.  A urinalysis  was  negative.  The  sputum 
yielded  a positive  test  for  bile  and  a pH  of  7.5.  Serum  bili- 
rubin was  1.94  direct  and  total  3.20.  BSP  retention  34.1%; 
cephalin  flocculation  2+  in  24  hours;  alkaline  phosphatase 
58.2. 

The  patient  was  placed  on  aureomycin,  1.5  Gm.  per  day 
and  his  temperature  fell  rapidly  to  normal  and  remained  so. 
He  was  able  to  take  a diet  containing  200  Gm.  protein,  500 
Gm.  carbohydrate  and  20  Gm.  fat  moderately  well.  Standard 
X-rays  of  the  chest  demonstrated  upper  lobe  fibrocalcific 
changes  and  bilateral  lower  lobe  infiltrates  with  a minimal 
right  pleural  effusion  and  an  immobile  right  diaphragm.  An 
upper  GI  series  revealed  a soft  tissue  density  in  the  right 
upper  quadrant,  compatible  with  an  inflammatory  mass,  and 
multiple  diverticuli  of  the  third  part  of  the  duodenum.  An 
intravenous  cholangiogram  was  attempted  later  and  residted 
in  no  visualization  of  the  biliary  tree.  A bronchogram,  after 
instillation  of  5 cc.  radiopaque  material  into  the  right 
lower  lobe,  showed  no  fistula  or  extravasation  from  the  lung. 

On  the  antibiotic  program,  postural  drainage  three  times 
daily  and  diet  as  mentioned  above,  the  patient  improved 
greatly.  The  clinical  impression  was  that  of  retained  common 
duct  stone  or  bile  duct  injury  with  subhepatic  or  stibdia- 
phragmatic  bile  abscess  eroding  into  the  right  lung  and  pro- 
ducing a biliobronchial  fistula.  Nineteen  days  after  admis- 
sion, on  6/3/54,  the  abdomen  was  explored  through  the  ori- 
ginal wound  and  a single  large  calculus  was  removed  from 
the  distal  common  duct  which  measured  two  cm.  in  diameter, 
yk  No.  9 Bakes  dilator  then  passed  readily  into  the  duodenum. 
The  common  duct  was  drained  with  a T-tube  and  the 
wound  closed  incidentally  effecting  a repair  of  the  incisional 
hernia.  There  was  a profuse  drainage  of  bile  postoperatively 
through  the  T-tube.  The  patient’s  cough  and  bile-stained 
sputum  ceased  rapidly  over-night,  and  his  further  con- 
valescence was  smooth.  postoperative  cholangiogram  showed 
good  filling  of  the  biliary  tree,  no  retained  stones  or  stricture 
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and  a free  passage  of  the  contrast  medinin  into  the  dnodemnn. 
rite  patient  was  disdiarged  on  tlie  fifteentli  postoperative  day 
witii  the  r tiilre  still  in  position:  he  tolerated  (lamping  of 
the  tube  for  [irolonged  ])criods.  It  was  allowed  to  remain  for 
six  months  before  its  final  removal  and  healing  was  complete 
thereafter. 

Discussion 

I hi.s  case  illustrates  clearly  one  possible  .setjiience 
ol  events  lollovving  inadequate  sitrgery  lor  choleli- 
thiasis which  had  involved  the  common  duct  in 
obstriution  and  ascending  cholangitis.  T he  stibdia- 
phragmatic  abscess  in  this  case  may  well  have  re- 
sulted from  an  ititrajteritoneal  leakage  and  accumti- 
lali')n  of  iniceted  bile.  The  posterior  12th  rib  ap- 
proach was  inadctjtiatc  lor  drainage  or  was  mulcr- 


taken  too  late  to  avert  jjcrhiration  ol  the  diaphragm 
and  the  establishment  ol  a bronchial  fistula. 

Correction  ol  the  biliary  obstruction  at  laparo- 
tomy  by  removal  ol  a large  choledochal  stone  re- 
sulted in  a dramatic  cessation  of  the  bilious  bron- 
chial drainage  and  healing  of  the  fistula. 
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Proper  Use  Of  Words 

The  chief  source  of  inaccuracy  in  the  transfer  of  information  is,  I think,  the 
use  of  technical  jargon.  On  aiujther  occtision,  in  your  country  [United  States], 
I devoted  a little  time  to  the  way  in  which  scientists  ncjwadays  fence  off  their 
subject  with  technical  terms,  so  that  those  who  have  not  first  learned  the  langu- 
age of  the  specialty  cannot  understand  what  the  author  is  trving  to  say.  Those 
ol  us  who  teach  and  work  in  the  field  ol  cardiovascular  diseases  are  not  entirely 
blaniele.ss  in  this  matter,  d'liis  is,  if  you  like,  a manifestation  of  the  growth  of 
tiationalism  in  science,  just  as  the  move  to  teach  in  Erse,  in  \Velsh,  in  Afrikaans, 
and  other  tongues  is  one  example  of  the  growth  of  nationalism  within  the  gen- 
eral cultural  life  cjI  the  Ihitish  (icjinmonwealth.  Ehis  is  important.  Nevertheless. 
1 will  say  no  more  of  it.  1 want  to  deal  rather  with  . . . the  transfer  of  informa- 
tion from  the  mind  of  the  patient  to  that  of  the  doctor.  . . . 

In  taking  a history  of  the  patient’s  illness,  I teach  my  students  that  they  are 
eliciting  an  account  of  the  patient’s  exjjerience.  Ehcy  must  use  the  patient’s 
OW'D  words,  provided  always  that  both  the  patient  and  the  doctoi  are  sure  that  the 
inlormation  ccjnveyed  iti  these  words  is  so  far  as  possible  accurate  and  unecpiivcj- 
cal.  I'hey  must  never  use  terms,  like  “chesty,”  which  means  nothing  at  all.  Nor 
must  they  use  technical  terms,  such  as  anginal  pain,  or  asthma,  bronchitis, 
haemoptysis,  or  haematemesis,  because  these  .are  not  terms  descriptive  of  experi- 
ence but  are  terms  that  attempt  to  interpret  that  experience.  Used  by  the  jta- 
lient.  they  are  often  used  wrongly,  as  also  indeed  they  are  sometimes  by  the 
doctor,  who,  in  using  them,  prematurely  comes  to  a conclusion.  'Eo  my  mind 
a good  history  is  one  that  is  expressed  entirely  in  words  that  are  as  simple  aticl 
well  known  to  us  as  the  words  used  to  desciibe  events  in  the  old  and  new 
testaments  ol  the  Bible.  ,A.ncl  I suspect  we  would  all  agree  that  a good  history 
is  perhaps  the  most  imjjortant  part  of  the  evidence  that  takes  tts  to  an  under- 
standing of  our  patient’s  disability.— Pickering,  G.:  Medicine’s  Cdiallenge  to  the 
Educator,  Brit  Med  ],  2;  1117-1 121  (N’ov  8)  1958. 
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Thorotrast-induced  Hemangioendothelioma  Of  Liver 

(A  Case  With  Thirty-year  Latent  Period) 

Daniel  Kahn,  M.D. 


B Thorotrast  is  a colloidal  solution  of  19-207o  thor- 
ium dioxide,  a radioactive  substance.  Since  it  was 
first  introduced  in  medical  practice  by  Bhdibanm, 
Frik  and  Kalkbrewer  in  1928b  it  has  been  nsetl 
as  a contrast  medium  in  a variety  of  radiological 
procedures.  The  reticuloendothelial  system  takes 
up  the  intravenously  injected  particles  and  the 
highest  concentration  is  found  in  the  liver  and 
spieen;2  that  one  of  its  uses  has  been  to  produce 
! a hepatogram  and  lienogram.^  Radt-^  described  this 
capability  of  rendering  the  liver  and  spleeti  radio- 
paque in  1930. 

I he  disintegration  of  T.  horotrast  is  associated 
with  emission  of  alpha,  beta  and  gamma  radiation. 
Its  half  life  is  1.39  x ten  years;  the  breakdown  prod- 
ucts are  active  and  reach  a peak  after  hfteen  years. 
Because  of  this  radioactivity,  the  AMA  Council  on 
Pharmacy  and  Chemistry  in  1932^  warned  against 
its  possible  tumor-producing  potential.  Its  carcino- 
genic properties  had  been  demonstrated  experi- 
mentally in  the  laboratory  in  rats,®  guinea  pigs,'^ 
and  rabbits,^.®  before  MacMahon^®  and  his  associ- 
ates reported  in  1947  the  hrst  case  of  malignant 
tumor  that  could  be  attributed  to  the  injection  of 
Thorotrast  in  man.  Subsequently,  many  cases  of 
neoplastic  lesions  have  been  reported  following 
I Thorotrast  injection,“-i®  the  large  majority  of  these 
i tumors  occurring,  as  expected,  primarily  in  the 
liver  and  biliary  ducts.  Baserga  et  al,^  in  1960,  re- 
viewed 37  cases  of  cancer  in  man  induced  by  Thoro- 
trast and  found  19  of  these  in  the  liver  and  extra- 
hepatic  ducts.  Nine  of  these  were  endothelial  cell 
sarcoma  or  hemangiosarcoma.  The  latent  periods 
of  development  of  hemangioendothelioma  or  endo- 
theliosarcoma  were  long,  ranging  from  12  to  24 
years  (plus  one  exceptionally  short  interval  ol  three 
j years.  The  average  was  14  years.)  Another  series^' 

I of  22  Thorotrast-induced  liver  hemangioendothe- 
j liomata  showed  a latent  period  of  20  years  or  more, 

! with  only  one  exception.  Looney^^  suggested  that 
I hemangioendothelioma  of  the  liver  seems  to  be  the 
i predominant  type  of  tumor  seen  emerging  after 
j Thorotrast  exposure.  He  recognized  that  a mean 
I latent  period  of  15  years  is  to  be  expected  in  this 
i group. 

The  following  case  is  reported  as  another  instance 
of  hemangioenclothelioma  of  the  liver,  diagnosed 
antemortem,  with  an  exceptionally  long  latent 


period  of  30  years  from  time  of  injection  to  time  of 
recognition. 

Case  Report 

I he  |)atient,  a .55-yeav-old  white  male  arts  iiislriictc)r  was 
hospitali/ed  at  the  ^^eride^  Hospital  for  tlie  first  time  in 
1933.  At  that  time,  an  extensive  worknp  for  joint  disease  in- 
cluded the  injection  of  25  cc  of  Thorotiast  intravetionsly  over 
a three-minute  period,  in  order  to  exclude  a suspected  liver 
abscess.  The  liver  and  spleen  were  outlined  by  the  Thorotrast 
and  appeared  normal.  Sithsecjuent  abdominal  films  in  1959 
again  revealed  the  hepatosplenogram.  In  1959,  during  in- 
vestigation for  chest  pain,  liver  function  tests  were  normal 
except  for  cephalin  flocculation  of  4+  and  alkaline  phos- 
phatase 24  King-.4rmstrong  units. 

The  patient  was  hospitalized  in  July  of  1963  with  a mild 
anteroseptal  myocardial  infarction  documented  by  electro- 
cardiographic changes  and  significant  hut  transient  LDH 
transandnase  rise.  Alkalitie  phosphatases  were  33  and  41  K-A 
units. 

Eleveir  clays  prior  to  his  final  admission,  he  experienced 
colicky  abdominal  pain.  A few  petechiae  were  noted  on  the 
right  shotilder,  but  abdominal  examination  was  not  remark- 
able. He  then  developed  progressive  abdominal  enlargement, 
constipation,  evening  fever,  weakness,  anorexia,  light-headcd- 
ness,  darkening  of  urine,  light-colored  stool,  and  tvas  ad- 
mitted on  Sept  27,  1963. 

Physical  examination  revealed  blood  pressure  130/70  mm 
Hg,  pulse  90,  temperature  99°  F (oral).  Positive  findings  in- 
clntled  mild  icterus  of  the  skin  and  sclerae,  moderately  elevated 
diaphragm  with  abdominal  enlargement  due  to  ascites.  The 
liver  edge  tvas  full,  soft,  tender,  palpable  6 cm  inferior  to 
the  right  costal  margin.  The  spleen  was  not  palpably  en- 
larged. yV  trace  of  edema  of  the  legs  was  noted.  T he  initial 
impression  on  admission  was  actite  infectiotis  hepatitis. 

X-ray  Data:  Initial  abdominal  films  were  consistent  with 
ascites,  and  ladiopacified  liver  and  spleen  were  seen.  Chest 
film  revealed  disc  atelectasis  at  the-  right  base  and  possible 
small  right  pleural  effusion,  llpper  gastro-intestinal  series 
on  Oct  4,  1963.  was  normal.  Chest  and  abdominal  films  on 
Oct  9,  1963.  revealed  enlarging  liver  and  rapidly  increasing 
right  plettral  effusion. 

Lahnratoiy  Data:  On  admission  white  blood  cell  count 
10,800  with  differential  shift  to  the  left.  Blood  urea  nitrogen 
17  mg/100  ml,  glticose  140  mg/100  ml,  Hb  11.3  g/100  ml, 
prothrombin  time  15  seconds,  (control  13  seconds)  . SCO  40, 
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SC;P  1(),  L1)H  transaminase  GOO  units.  Bilirnlnn  2 mg/100  ml; 
alkaline  phosphatase  65  K-.\  units. 

On  Sept  30,  1963:  Hb  7.4  g/100  ml,  reticulocyte  count  5.2%, 
hematocrit  25%.  Coomb's  test  direct  positive.  On  Oct  1,  1963: 
Blood  urea  nitrogen  40  mg/ 100  ml,  total  bilirubin  3.S  mg  100 
ml.  with  indirect  reacting  bilirubin  1.35  mg  100  ml,  Hb  8.9 
g/l()()  ml,  reticulocyte  count  4.7%,  platelet  count  75,000, 
serum  iron  62  gamma  per  cent.  Tests  of  bleeding  and  clotting 
time,  clot  retraction  time,  jrrotbrombin  consumj)tion  were 
normal.  There  was  partial  fibrinolysis  of  the  dot  at  24  hours. 
.Acid  phosphatase  0.3  units.  SCO  42,  l.OH  800  units.  Para- 
centesis fluid  revealed  3,400  white  blood  cells  (50%  iroly- 
morjihonuclcar,  11%  stabs,  5%  monocytes  and  7%  atypical 
mononuclear  cells)  . Cell  block  and  Papanicolaou  smear 
showed  two  groups  of  unusual  cells  varying  from  the  normal 
mcsothelial  cells.  .Sternal  marrow  aspiration  biopsy  was  not 
remarkable.  On  Oct  5,  1963,  alkaline  phosphatase  had  risen 
to  87  K-.\  units.  Coomb's  test  was  weakly  positive.  LE  prep 
was  negative,  urine  for  Bence-Jones  protein  negative. 

On  Oct  8,  1963,  platelet  count  was  130,000;  alkaline  phos- 
phatase 118  K-.-\  units;  SCO  66,  LDH  1080  units;  bilirubin  2 
mg/ 1 00  ml. 

Hospital  Course:  Patient  was  treated  with  mercurial  diure- 
tics, bed  rest  and  high  caloric,  low  sociium  diet  on  admis- 
sion. It  was  apparent  on  admission  that  the  liver  function 
tests  were  not  characteristic  of  hepatitis  and  the  possibility  of 
a neoplasm  with  spread  to  liver  and  peritoneum  was  con- 
sidered. On  .Sept  30,  1963,  he  developed  marked  pallor  and 
weakness  with  hypotension  and  tachycardia.  I.aboratory  data 
revealed  a possible  acute  acquired  bemolytic  anemia  and  he 
was  given  two  units  of  blood  and  started  on  large  doses  of 
prednisotie.  Paracentesis  on  Oct  1,  1963,  produced  4.5  liters  of 
gro,ssly  bloody  fluid.  While  on  prednisone  40  mg  daily,  the 
platelet  count  gradually  rose  and  the  hemoglobin  stabilized. 
The  liver  was  noted  to  be  enlarging  and  tender.  On  Oct  9, 
1963,  he  developed  signs  of  increasing  right  pleural  effusion. 
The  increasing  elevation  of  alkaline  phosphatase  suggested 
hepatic  tumor.  On  Oct  10,  1963,  he  had  sudden  epigastric 
pain  and  tenderness,  pallor,  weakness,  nausea,  and  the  blood 
pressure  fell  to  70/40  mm  Hg.  The  liver  was  felt  to  be 
further  enlarged;  this  episode  was  interpreted  as  a possible 
subcapsular  hepatic  hemorrhage.  He  received  blood  trans- 
fusion, oxygen  administration,  demerol  and  metaraminol.  On 
Oct  II.  1963,  it  was  recognized  that  the  entire  clinical  pic- 
ture, including  intra-abdominal  hemorrhage,  could  be  ex- 
irlained  on  the  basis  of  hemangioendothelioma  of  the  liver, 
etiologically  related  to  the  1933  Thorotrast  injection.  On 
Oct  13,  1963,  he  again  lapsed  into  shock  with  extreme  ]jallor, 
abdominal  pain  radiating  to  the  hack,  and  further  ahdf)ininal 
enlaigement.  Urine  output  fell  and  he  became  more  icteric 
with  asterixis  and  fetor  hepaticus.  .Signs  of  hepatic  failure  in- 
crea.sed  and  he  expired  on  Oct  14,  1963. 

Autopsy  Findings 

A huge  hematoma  involved  the  lower  half  of  the  anterior 
abdominal  wall  and  extended  around  the  umbilicus  and  into 
tbe  anterior  surface  of  the  scrotum.  .Scleral  icterus  was 
present.  The  right  pleural  cavity  was  filled  with  dark  bloody 
fluid.  .Approximately  3, ()()()  cc  of  blood  was  found  free  in 
the  peritoneal  cavity.  A large  (12  cm  diameter)  hematoma 
was  in  direct  connection  with  the  liver  parenchyma.  The 
spleen  was  small,  calcified,  firm  and  shriveled  (5x3x2  cm). 


Figure  I 

Newly  formed  endothelium-lined  space  extending  into 
lobules  of  liver.  Note  thorium-laden  monocytes.  (Hematoxylin 
and  eosin,  x 90). 

surrounded  by  firm  fibrous  adhesions.  A firm  nodule  was 
felt  in  the  adhesions  between  the  omentum  and  anterior 
liver  surface.  This  was  dark  brown  to  red  on  sectioning. 
A similar  mass  was  wrapped  within  the  omentum.  There 
were  additional  multiple  hemorrhagic  nodules  and  a con- 
glomerate of  several  in  the  right  hepatic  lobe.  In  addition, 
many  spongy  nodules  of  brown  color  surrounded  by  yellow, 
showing  many  newly  formed  vessels,  were  distributed  in  ir- 
regular fashion  over  the  hepatic  parenchyma.  The  paren- 
chyma not  involved  by  tumor  had  a firm  gray-to-yellow 
nodular  appearatice  suggestive  of  cirrhosis.  The  liver  mea- 
sured greatest  diameters  of  23  x 17  x 9 cm.  Lymph  nodes  of 
the  thorax  and  abdomen  were  free  of  tumor. 

Fhe  hepatic  tumor,  histologically,  consisted  of  hunches  of 
newly  formed  capillaries  as  well  as  systems  of  newly  formed 
endothelial-lined  spaces.  .Some  of  the  newly  formed  systems 
showed  a few  individual  or  small  groups  of  liver  cells  re- 
maining (Figures  1,2.).  There  was  central  necrosis  of  the 
nodules.  Foreign  matter,  ])artly  iron,  partly  remnants  of 
thorium  dioxide  (Figure  3)  were  seen  both  in  liver  cells  as 
well  as  in  the  Kupfer  cells.  They  were  within  mononuclear 


Figure  II 

Thorium-laden  monocytes  in  liver.  (Hematoxylin  and 
eosin,  x 220) 
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Figure  III 

Alpha  particle  tracks  in  region  of  thorium-laden  monocytes 
in  liver.  (Autoradiograph,  hematoxylin  and  eosin,  x 900) 


elements  and  free  in  the  interstitium  of  the  newly  formed 
vascular  tumor. 

Anatomical  Diagnoses: 

1.  Thorium  storage  in  liver,  spleen  and  lymph  nodes 

2.  Cirrhosis  of  liver 

3.  Fibrosis  and  atrophy  of  spleen 

4.  Hemangioendotheliomatosis  of  liver 

5.  Adhesions  of  omentum  to  liver 

6.  Recurring  massive  intraperitoneal  hemorrhage 

Comment 

The  diagnosis  of  Thorotrast-induced  cancer  in 
this  man  rests  on  the  demonstration  of  radiopaque 
deposits  in  the  liver  and  spleen,  confirmed  by  auto- 
radiography, and  the  pathological  demonstration  of 
lesions  widely  reported  in  association  with  Thoro- 
trast  injection. 

This  case  is  of  especial  clinical  interest  in  that 
the  latent  period,  from  injection  of  Thorotrast  to 
I time  of  recognition  of  the  neoplastic  lesion,  was  as 
long  as  30  years.  The  stepwise  increase  in  alkaline 
phosphatase  over  the  last  four  years  of  his  life  was 
the  only  indication  of  a slowly  progressing  hepatic 
lesion;  other  liver  function  tests  were  normal  until 
the  terminal  illness,  characterized  by  intra-ab- 
dominal hemorrhage,  hepatic  enlargement  and  de- 
compensation, and  profound  anemia  with  shock. 
I Looneyi*  described  these  hemangioendotheliomata 
! of  liver  as  being  slowly  progressive,  terminating 
! fatally  due  to  replacement  of  the  liver  parenchyma, 
j and  manifested  by  enlarged  liver,  anemia  and  fever. 
I Hemorrhage  from  the  liver  has  been  described  as 
I a frequent  cause  of  death  both  clinically^o  and  in 
laboratory  animals.  Zeitlhofer  and  Speiser^^  found 
multiple  hemangioendotheliomata  in  the  liver, 
spleen  and  lungs  of  a rabbit  injected  with  Thoro- 
1 trast  four  years  previously.  Its  death  was  caused  by 
i rupture  of  one  of  these  lesions. 

There  seems  no  doubt  that  the  many  cases  of 
i neoplasms  of  the  liver  and  biliary  ducts  reported 

i 


after  Thorotrast  injection  have  established  a causal 
relationship.  That  the  25  cc  dose  employed  in  the 
present  case  was  a significant  one  radiobiologically, 
can  be  illustrated  by  its  equivalent  in  radium. 
Btulin  and  Gershon-Cohen^o  have  pointed  out  that 
the  alpha  radiation  emitted  by  25  cc  of  Thorotrast 
is  equivalent  to  that  produced  by  0.5-1  microgram 
of  radium.  Fatal  poisoning  of  painters  of  luminous 
watch  dials  indicated  that  the  amounts  involved 
were  approximately  0.5-2  micrograms  of  radium. 
They  emphasized  that  the  dangers  of  carcinogenesis 
outweighed  the  advantages  of  Thorotrast  as  a gen- 
eral diagnostic  medium. 

Thus,  as  Horta  et  ab'^  warned  in  1965,  after  re- 
viewing twenty-two  cases  of  liver  hemangioendothe- 
lioma attributed  to  Thorotrast  injection,  no  appar- 
ent justification  exists  for  the  use  of  Thorotrast  in 
any  patient  with  a life  expectancy  of  more  than  two 
years. 

Summary 

A case  of  fatal  hemangioendothelioma  of  the  liver 
attributed  to  Thorotrast  injection  is  reported,  with 
an  unusually  long  latent  period  of  thirty  years. 

The  similarity  of  the  pathology  to  those  of  other 
clinical  and  laboratory-induced  cases  adds  to  the 
probability  that  liver  hemangioendothelioma  is  the 
most  common  neoplastic  lesion  induced  by  Thoro- 
trast. 

Further  emphasis  is  placed  on  the  danger  of 
Thorotrast  as  a diagnostic  medium  in  medical  prac- 
tice. 
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Society's  Section  On  Ophthalmology  Announces  Meeting 

.\ndrew  S.  Wong,  M.D.,  President  of  the  CSM.S  Section  on  Oj^hthalinology,  has 
announced  that  there  will  be  a fall  meeting  of  the  Section  on  Wednesday,  Octo- 
ber 11,  1967,  at  New  Haven. 

d'he  meeting  will  oj^en  with  an  afternoon  jjrogram,  to  be  held  at  the  Eye 
Clinic  of  the  Yale-New  Haven  Medical  Center,  starting  at  1:30  P.M.  Robert 
Hollenhorst,  M.D.,  Professor  of  Nenro-ojjhthalmology  at  the  University  of 
Minnesota  and  the  Mayo  Clinic,  will  conduct  a clinic  in  neuro-ojjhthalmology, 
assisted  by  Thomas  Walsh,  M.D.,  Assistant  Clinical  Professor  of  Nenro-ojjhthal- 
mology  at  the  Vale  School  of  Medicine.  .\t  the  conclusion  of  the  clinic  jjresenta- 
tion,  a brief  business  meeting  of  the  Section  will  take  jjlace  at  4:30  P.M. 

In  the  evening,  starting  at  6:00  P.M.  at  the  Park  Plaza  Hotel  in  New  Haven, 
there  will  be  a recejjtion  and  dinner  in  honor  of  Dr.  Hollenhorst,  following 
which  he  will  sj^eak  on  “Retinal  .Vrterial  Occltisive  Disea.se  as  a Manifestation  of 
Systemic  Vascular  Disorder.” 

■ \ny  jjliysician  interested  in  attending  the  recejnion  and  dinner  is  asked  to 
make  reservations  before  Octol)er  3 with:  Daniel  M.  Taylor,  M.D.,  Secretary, 
eSMS  Section  on  Ojdithalniology,  c/o  Grove  Hill  Clinic,  New  Britain,  Cjonnecti- 
ctit. 
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Uterine  Perforation  By  The  Intrauterine 

Contraceptive  Device 

Peter  A.  Goodhue,  M.D.  and  Walter  S.  Ridgway,  M.D. 


I 

i 

I 

■ Medical  advances  are  often  accompanied  by  over- 
i^ealons  enthusiasm  which  is  subdued  only  by  con- 
tinued experience.  The  renewed  excitement  for  the 
intrauterine  contraceptive  device  has  been  calmed 
by  bothersome  side  effects  and  expulsion.  A rather 
serious  complication,  uterine  perforation,  has  pre- 
viously been  reported  with  use  of  the  Grafenberg 
The  newer  devices  have  been 
found  not  to  be  immune  to  an  ectopic  location. 
Tietze--'^  reported  the  frequency  of  perforation  after 
insertion  of  25,427  of  the  newer  devices.  He  found 
the  perforation  incidence  to  be  0.7  per  100  inser- 
tions for  the  Birnberg  bow  and  0.04  per  100  inser- 
tions for  the  spirals,  loops,  and  steel  rings  com- 
bined. Review  of  the  literature  to  date  reveals  the 
present  number  of  reported  cases  of  uterine  per- 
foration with  the  intrauterine  contraceptive  device 
to  be  as  follows:  Birnberg  bow,  53;t2. 15,18,21-2.3  Lippes 
loop,  Marguiles  spiral,  and 

Ultrathene  ring,  1.® 

Gynecologists  in  the  Stamford  area  are  using  the 
Lippes  loop  and  the  Marguiles  spiral.  Over  the 
past  year  there  were  2 recognized  cases  of  uterine 
perforation,  one  with  each  of  the  two  types  of 
device  used.  These  cases  are  reported  and  the 
literature  reviewed  with  the  purpose  of  making 
suggestions  that  might  decrease  further  this  un- 
fortunate complication. 

Case  Reports 

Case  1.  C.D.,  a 20-year  old  gravida  2,  para  2 liad  a 
Marguiles  spiral  placed  at  8 weeks  postpartum.  Her  Gyne- 
cologist noted  the  uterus  to  be  in  a retroverted  position, 
hut  the  spiral  was  introduced  with  ease.  4 days  following 
in.sertion  the  cervical  head  was  not  felt  by  the  patient  or 
visualized  by  her  physician. 

Frontal  pelvic  roentgenography  (Fig.  1)  showed  the  device 
to  be  more  to  the  right  than  expected.  A lateral  view  sug- 
gested that  the  device  was  in  a normal  location.  A third 
radiograph  (Fig.  2)  taken  with  a metal  sound  in  the  uterine 
cavity  revealed  a marked  displacement  of  the  spiral  to  the 
right  pelvis. 

The  patient  was  hospitalized  on  June  23,  1965.  Physical 
examination  and  laboratory  studies  were  normal.  Pelvic 
examination  under  anesthesia  revealed  the  uterus  to  Ite 
retroverted,  mobile,  and  soft.  The  uterine  cavity  was  ex 
plored,  and  the  device  was  not  located.  Pelvic  laparotomv 

from  the  department  of  Obstetrics  and  Gynecology , Stam- 
ford Hospital,  Stamford,  Connecticut. 


Figure  I 

Frontal  pelvic  roentgenograph  showing  a Marguiles  spiral 
deviated  to  right  pelvis. 


revealed  the  spiral  to  he  free  in  the  pelvic  peritoneal 
cavity.  1 here  was  a small  punctate  defect  in  the  anterior 
uterus  just  above  the  vesico  uterine  fold.  The  device  was  re- 
moved, and  no  further  surgery  performed.  She  was  treated 
with  antibiotics  postoperatively  and  recovered  uneventfully. 

Case  2.  L.R..  a 21 -year  old  gravida  4,  para  4 had  a 
Lippes  loop  placed  at  6 weeks  postpartum.  The  Gynecolo- 
gist noted  the  utertis  to  be  markedly  retroflexed,  but  the 
insertion  was  performed  with  ease.  On  July  12,  1966,  3 
months  following  insertion  she  was  admitted  to  the  hospital 
with  fever  and  lower  abdominal  pain.  Her  symptoms  began 
following  the  third  menses  after  insertion.  She  stated  that 
2 weeks  prior  to  admission  she  could  feel  the  vaginal 
strings. 

Physical  examination  revealed  the  oral  temperattire  to  be 
101  F.  The  abdomen  was  tender  with  rebound  in  the  lower 
cpiadrants.  Pelvic  examination  showed  a foul  cervical  dis- 
charge, culture  of  which  later  grew  out  Staphlococcus  albus 
and  Diptheroids.  The  uterus  was  of  normal  size,  tender,  and 
fixed  in  a retroflexed  position.  There  was  bilateral  adnexal 
tenderness. 
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Figure  II 


Frontal  pelvic  roentgenograph  with  a metallic  sound  in 
the  uterine  cavity-  Marguiles  spiral  markedly  displaced  to 
the  right  pelvis. 

F'rontal  pelvic  roentgenography  showed  the  loop  to  be 
more  to  the  left  than  expected.  A lateral  radiograph  (Fig. 
3)  showed  the  loop  to  be  completely  turned  around  so  that 
the  string  end  faced  the  sacrum. 

She  was  taken  to  the  operating  room  and  exploration  of 
the  uterine  cavity  under  anesthesia  failed  to  identify  the 
device.  Pelvic  laparotomy  revealed  the  device  to  he  in  the 


Figure  III 

Lateral  pelvic  roentgenograph  showing  a Lippes  loop  with 
the  string  end  facing  the  sacrum. 


left  cul  de  sac  beneath  a fixed  retroflexed  uterus.  There 
was  a gray  exudate  in  the  cul  de  sac,  filmy  adhesions  over 
the  pelvic  organs,  and  grossly  inflamed  fallopian  tidies. 
I here  was  a puckered  area  in  the  posterior  uterine  which 
was  thought  to  represent  the  point  of  performatlon.  The 
device  was  retnoved,  and  no  further  surgery  performed. 
Ctiltuie  of  the  cul  de  sac  fluid  failed  to  reveal  any  organ- 
isms. Postoperatively  she  was  treated  with  antibiotics,  and 
aftei  the  second  postoperative  day  she  remained  afebrile. 
Her  recovery  was  itneventful. 

Comments 

Uterine  perforation  by  an  intrauterine  device  is 
nncominon.  Earlier  authors  proposed  the  possibil- 
ity of  devices  migrating  through  the  uterus  after 
being  properly  introduced. i - Recent  investi- 
gators suspect  perforation  at  the  time  of  insertion 
as  the  etiology  of  extranterine  locations. Our 
second  ca.se  is  of  particular  interest  in  that  at  first 
glance  it  appears  that  the  loop  migrated  from  an 
intrauterine  position  to  an  intraperitoneal  loca- 
tion nearly  3 months  following  insertion.  We  sus- 
pect that  a partial  perforation  occurred  at  the  time 
of  insertion  allowing  the  strings  to  still  be  present 
in  the  vagina,  and  the  device  was  completely  ex- 
truded into  the  peritoneal  cavity  at  a later  date. 

Unfortunately  most  cases  reported  are  merely 
mentioned  with  the  presentation  of  a large  series  of 
insertions.  I'hose  cases  reported  in  detail  were  most 
helpful  in  evaluating  this  problem.^’^’^'^’^o.ir.is.is, 
19,21,22.24,25  xpg  large  majority  of  perforations  oc- 
curred when  the  in.sertion  was  performed  at  6 to  8 
weeks  postpartum,  and  many  of  the  operators 
stated  that  the  insertion  was  done  with  ease.  This 
was  the  situation  in  both  of  our  cases.  In  Tietze’s 
large  series  of  insertions  the  perforation  rate  was 
3.4  jier  100  in.sertions  at  5 weeks  postpartum,  and 
0.2  per  100  insertions  at  3 months  postpartum.  It 
also  became  evident  upon  reviewing  the  detailed 
reports  that  many  uteri  were  ante  or  retrodisplaced 
at  the  time  of  insertion.  Both  of  our  cases  had 
retrodisplaced  uteri.  It  seems  probable  that  uterine 
perforation  would  occur  less  often  if  the  insertion 
was  delayed  until  the  second  menses  following 
delivery,  especially  in  those  uteri  that  are  ante  or 
retrodisplaced.  A more  completely  involuted  uterus 
would  be  present  at  this  time. 

Most  cases  of  an  intraperitoneal  device  can  be 
diagno.sed  by  routine  anterior  and  lateral  roent- 
genograjiby.  It  has  been  ilemonstrated  that  the 
beolocator  and  hysterogram  can  solve  the  more 
difhcnlt  problems. 'We  found  that  a 
radiograph  with  a metal  sound  placed  in  the 
uterine  cavity  to  be  a simple  and  helpful  diagnostic 
procedure. 

The  seriousness  of  this  complication  is  sup- 
ported by  the  fact  that  all  those  ca.ses  reported  in 
detail  were  subjected  to  pelvic  laparotomy.  It  has 
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recently  been  suggested  that  an  intraperitoneal  de- 
vice need  not  be  removed  if  the  patient  is  asympto- 
matic.-5  All  the  cases  we  reviewed  were  subjected 
to  surgery  soon  after  the  diagnosis  of  an  intra- 
peritoneal location  was  made.  Many  of  the  asymp- 
tomatic patients  operated  upon  were  found  to  have 
the  device  adherent  to  omentum.  We  would  fear 
that  a foreign  body  in  a “fixed”  position  might  at 
some  time  cause  intestinal  obstruction.  There  are 
4 reported  cases  of  intestinal  obstruction;  2 of  these 
patients  were  asymptomatic  for  as  long  as  6 months 
following  insertion. Bowel  resection  was 
performed  on  3 of  the  patients  because  of  strangu- 
lation gangrene.  The  devices  used  were  of  the 
closed  type,  ring  or  bow.  In  3 cases  the  device  was 
in  a fixed  position  in  that  it  had  partially  per- 
forated the  uterus,  but  in  one  case  the  device  was 
found  to  be  lying  free  in  the  peritoneal  cavity  with 
incarcerated  bowel  in  it.  Intraperitoneal  devices 
of  the  open  type,  the  loop  or  spiral,  have  not  been 
reported  in  association  with  bowel  obstruction.  At 
present  we  favor  the  removal  of  all  types  of  intra- 
uterine devices  that  have  entered  the  peritoneal 
cavity. 

Summary 

1.  Two  cases  of  uterine  perforation  with  intra- 
uterine contraceptive  devices  are  reported,  and 
other  case  reports  are  reviewed. 

2.  It  is  our  opinion  that  all  ectopic  devices 
result  from  a partial  or  complete  perforation  at 
the  time  of  insertion. 

3.  The  possibility  of  perforation  may  be  de- 
creased if  insertion  is  delayed  until  the  second 
menses  following  delivery,  especially  in  those  uteri 
that  are  markedly  displaced. 

4.  Comments  are  made  concerning  the  diagnosis 
of  an  intraperitoneal  contraceptive  device. 

5.  At  present  we  recommend  removal  of  all 
intraperitoneal  devices  whether  or  not  the  patient 
is  symptomatic. 
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Transportation  In  Health  Services 


Jerome  S.  Beloff,  M.D. 

Introduction 

In  a rapidly  changing  society  such  as  ours,  with 
its  increasing  pace  toward  url)anization  and  nudti- 
city  complexes,  three  of  our  most  important  prob- 
lems are  communication,  coordination,  and  trans- 
portation. The  successfid  provision  of  health  ser- 
vices is  intimately  involved  with  communication 
between  the  consumer  and  provider  of  services  and 
with  coordination  of  needed  services  among  our 
highly  developed  but  fragmented  specialty  re- 
sources. A very  sophisticated  transj)ortation  network 
is  recpiired  to  bring  the  patients  and  services  to- 
oether.  Our  attention  at  this  time  is  focused  on  the 
many  asjrects  of  transportation  for  health  care. 

The  Needs 

In  examining  health  service  transportation  needs 
it  might  be  helpful  to  consider  the  past,  present  ami 
potential  future  patterns  of  health  care.  Medical 
care  in  the  past  concentrated  on  the  acute  episodic 
illness  with  emphasis  on  a correct  diagnosis  and 
appropriate  treatment.  As  recently  as  40  to  00  years 
ago  there  was  very  little  scientific  medicine  as  prac- 
ticed tcrday,  and  there  was  rare  use  of  laboratory 
tests.  X-ray,  drugs,  or  specialist  services.  In  that  era 
of  medical  care  transportation  neetls  were  minimal 
for  the  patient  and  the  physician. 

In  the  present  pattern  of  care  dating  back  ap- 
proximately two  decades,  there  have  been  social  and 
scientific  advances  which  have  changed  the  entire 
nature  of  medicine.  More  accurate  methods  ol  diag- 
nosis, plus  the  use  of  antibiotics  and  chemotherapy, 
have  made  the  management  of  acute  disease  pro- 
cesses relatively  easy.  Infectious  diseases  are  no 
longer  the  serious  killers  that  they  were  just  a rela- 
tively few  years  ago.  There  has  devloped,  therefore, 
increasing  involvement  with  patients  having 
chronic  illnesses  rec|uiring  medical  management 
over  long  periods  and  necessitating  multiple  treat- 
ment visits.  Scientific  advances  have  led  to  the  re- 
liance on  laboratory  examinations,  such  as  X-rays, 
electrocardiography,  blood  chemistry  studies,  and 
other  highly  technical  services.  The  explosion  ol 
knowledge  has  led  to  the  develojmient  of  specialists 
fragmenting  the  total  management  of  each  ])atient 

Front  (I  keytiote  address  at  the  Connecticut  Health  League 
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into  many  specialty  areas.  In  an  elfort  to  avoid  de- 
personali/,ing  medical  care  the  philosojjhy  of  com- 
prehensive health  care  is  being  developed.  I bis  in- 
volves the  consideration  of  the  medical,  social, 
economic,  emotional  and  environmental  aspects  of 
the  health  problems  of  the  patient,  in  order  to 
manage  adequately  his  total  health  needs. ^ 

A natural  consequeiue  of  the  increasing  preoccu- 
pation with  preventive  medicine  and  chronic  dis- 
ease, and  the  reduction  in  the  national  death  rate,  is 
the  development  of  an  increasing  number  of  elderly 
people  iti  our  society  with  chronic  disease  manage- 
ment problems.  For  proper  comprehensive  health 
care  these  patients  require  fretjuent  contact  with  the 
specialized  medical  resources  of  the  health  establish- 
ment. This  may  involve  social  work  counseling, 
physical  medicine  therapy.  X-ray  therapy,  day  hos- 
pital visits,  and  when  most  appropriate  the  home 
care  services  of  several  different  specialists  who  must 
travel  from  the  medical  centers  to  visit  the  patients 
in  their  homes. 

I'o  reap  the  benefits  of  this  modern  scientific 
health  care  system,  the  economically  secure  family 
travels  many  miles  each  year  in  their  private  auto- 
mobile. d'he  social  groiqrs  in  our  society,  however, 
with  the  greatest  health  needs  are  the  medically  in- 
digent and  the  elderly.  Health  transportation  prob- 
lems for  these  people,  often  crippled  or  infirm,  are 
often  complex  and  frequently  the  patients  canno.t 
provide  their  own  transportation.  The  presently 
organized  means  for  providing  transportation  to 
these  patients  is,  more  fretpiently  than  not,  inade- 
(juate  or  nonexistant. 

The  recently  enacted  national  legislation.  Medi- 
care and  Medicaid,  with  its  economic  siqjport  for 
health  services  for  the  elderly  (I'itle  18),  and  the 
disabled  and  indigent  (Title  19),  will  most  certain- 
ly increase  the  number  of  ambulatory  patients  and 
their  transportation  needs. ^ I'he  Public  Health  Ser- 
vice estimates  that  by  1970,  there  will  be  40!)  mil- 
lion patient  visits  per  year  to  hospital  ambulatory 
services.-^  I bis  is  double  the  number  for  1960! 

If  the  present  efforts  to  improve  our  health  care 
system  continue,  we  can  sjtecidate  on  what  the  /;/- 
litre  pattern  of  care  might  be  like.  .\s  the  health 
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care  programs  become  comprehensive  and  involve 
a larger  portion  of  the  population,  the  transporta- 
tion needs  of  the  patients  and  providers  ol  services 
will  become  more  complex.  Let  us  consider  a tew 
of  the  newer  concepts  tor  future  care. 

The  regional  medical  care  programs  for  heart 
disease,  cancer,  and  stroke,  certainly  make  it  evident 
that  we  will  have  considerably  more  centralization 
of  specialized  health  resources  in  large  hospital 
complexes.'*  These  complexes  will  contain  the  very 
expensive  instruments  of  modern  medical  therapy. 
Smaller  hospital  centers  in  an  organized  network  of 
hospitals  will  handle  problems  within  their  capa- 
bility and  will  refer  the  more  involved  manage- 
ment problems  to  the  central  complex.  Planning 
for  regionalized  health  services  in  Connecticut  is 
already  underway  through  a Federal  grant  to  the 
two  medical  schools  in  the  State— Yale,  and  the 
new  University  of  Connecticut  Medical  School. 
This  should  lead  to  movements  in  both  tlirections, 

i.e.  patients  to  multiple  medical  centers,  and  special- 
ists from  the  larger  centers  moving  out  to  give  con- 
sultation in  the  smaller  units. 

The  idea  of  neighborhood  health  centers,  particu- 
larly in  the  densely  populated  urban  centers,  is  al- 
ready being  implemented  on  a demonstration  basis 
I in  many  areas  of  the  country. ^ These  centers  will  be 
located  in  the  middle  of  highly  populated  areas  of 
poverty  families,  and  will  contain  health  teams  of 
physicians,  public  health  nurses,  health  aides  and 
social  workers.  This  will  put  the  health  resource 
for  continuing  care  and  emergency  care  within 
easier  reach  of  the  patients.  Because  of  the  shortage 
of  highly  trained  physicians  and  nurses  for  these 
expanding  services,  a new  group  of  paramedical 
health  aides  is  being  developed  to  assist  the  pro- 
fessional core  in  giving  the  kind  of  comprehensive 
health  attention  which  we  know  is  needed. 

Extended  care  facilities  such  as  convalescent 
homes  and  nursing  homes,  with  a close  relationship 
to  the  hospitals,  are  being  greatly  expanded.**  This 
will  put  an  increased  strain  on  transportation  re- 
sources not  only  for  the  movement  of  patients  and 
staff  in  both  directions,  but  for  transporting  labora- 
tcjry  specimens  to  the  central  labs. 

The  development  of  organized  home  care  ser- 
vices'' will  deliver  public  health  nursing  services, 
physical  medicine  treatments,  rehabilitation  j:)ro- 
grams,  social  services  as  well  as  specialist  medical 
services  to  the  patient  at  home,  and  thus  will  dial- 
lenge  our  ingenuity  for  organization,  trasportation, 
and  for  communication. 

Fhe  economic  harrier  to  health  services  for  the 
jjoor  is  in  the  process  of  being  removed  by  present 
legislation.  It  would  appear  that  in  the  future  pre- 
paid health  insurance  for  all  will  be  the  mechanism 
for  paying  for  the  needed  health  services.  In  de- 


fining schedules  of  payment  transportation  costs 
must  be  included  as  regularly  as  meclical  costs,  drug 
costs,  and  appliance  costs.  In  the  coordinated  health 
care  system  of  the  future  there  will  have  to  be  a 
well  coordinated  transportation  network  of  am- 
bulances, busses,  limousines,  helicopters,  airplanes, 
and  all  means  necessary  to  bring  the  patient  and  the 
health  resource  together.  The  city  planning  archi- 
tects of  the  future  are  already  giving  transportation 
a very  high  priority,  and  are  situating  the  hospital 
and  health  center  near  the  core  service  area,  such  as 
the  main  shopping  plaza. 

The  Concepts  For  An  Effective  Health  System 

The  evolving  improvements  for  our  health  sys- 
tem must  be  based  on  a set  of  initial  assumptions 
which  I should  like  to  review  briefly. 

1.  The  idtimate,  if  not  immediately  available, 
goal  is  to  provide  good  health  services  for  our  en- 
tire population,  regardless  of  ability  to  pay.  General 
agreement  on  this  concept  seems  evident  from  the 
Social  Security  Amendments  (Titles  18  and  19),  the 
anti-poverty  program,  and  the  new  PL89-749— the 
comprehensive  health  planning  amendment  of 
1966.  A recent  statement  by  Dr.  Charles  Hudson, 
president  of  the  American  Medical  Association,  in- 
dicated that  a “top  priority  AMA  obligation”  is 
to  provide  more  and  better  health  services  for  the 
needy. 

2.  A system  of  comprehensive  health  insurance 
coverage  for  all  is  needed  to  implement  the  first  as- 
sumption. This  seems  to  be  evolving  as  a combina- 
tion of  public  and  private  health  insurance  pro- 
grams. The  urgent  need  for  this  was  stressed  re- 
cently by  Dr.  George  James,  Dean  of  Mt.  Sinai 
Medical  School  and  former  Commissioner  of  Health 
for  the  City  of  New  York,  who  stated  that  he  felt 
the  number  one  cause  of  death  in  this  country  is 
not  heart  disease,  cancer,  or  stroke,  as  is  commonly 
thought,  but  in  reality  is  poverty. * Poverty  at 
pre.sent  makes  it  so  difficult  for  large  numbers  of 
ill  persons  to  receive  appropriate  attention  early, 
that  their  illnesses  are  neglected,  and  when  they 
are  forced  to  seek  medical  care  the  situation  is  often 
irreversible. 

3.  A new  system  is  needed  for  the  delivery  of 
health  services  tailored  to  our  present  health  needs. 
This  means  emphasis  on  preventive  medical  care, 
the  management  of  chronic  illness,  and  rehabili- 
tation services  for  restoration  of  maximum  func- 
tion. To  implement  this  provision  we  will  need 
teams  of  health  specialists  with  regional  distribu- 
tion in  neighborhood,  community,  state,  and  na- 
tional centers  where  specialized  scientific  equip- 
ment is  available. 

4.  The  present  health  manpower  shortages  re- 
quire a more  effective  use  of  paramedical  personnel. 
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particularly  for  jjreventive  and  routine  health  care, 
thereby  freeing  the  limited  number  of  professional 
physicians  and  nurses  for  more  attention  to  disease 
diagnosis  and  management. 

5.  The  modern  hospital  seems  destined  to  be- 
come the  community  health  center  for  complicated 
problems  of  diagnosis  and  special  treatment,  and 
the  inpatient  center  for  the  acute  patient,  the  con- 
tinuing care  patient,  and  the  chronic  disease  pa- 
tient malfunctioning  for  organic  or  ])sychiatric  rea- 
sons. It  seems  evident  from  the  very  high  cost  of 
modern  scientific  care  that  the  specialized  and  ex- 
pensive eipiijnnent  and  personnel  must  be  concen- 
trated into  a large  central  complex  where  they  can 
be  shared  by  patients  in  different  stages  of  disease. 

6.  It  is  becoming  more  and  more  evident  that  we 
have  a basic  need  for  a health  services  transportation 
system  for  moving  patients  and  services  efficiently  to 
and  from  the  health  facilities,  and  for  bringing 
health  resources  to  the  homebonnd  or  institution- 
alized patient.  The  providers  and  financers  of  health 
services  must  accept  the  cost  of  transportation  as 
an  integral  part  of  the  cost  of  the  medical  service. 

Transitional  Period  Suggestions  To  Improve 
Present  Health  Transportation  Services 

While  awaiting  the  “brave  new  world”  of  the  fu- 
ture there  are  many  things  that  we  can  do  now  to 
improve  the  present  health  transportation  facilities. 
I should  like  to  consider  a few  of  these  in  detail. 

1.  We  can  amass  increasing  support  for  the 
present  existing  transportation  system.  This  in- 
cludes the  availability  of  trains,  busses,  ambulances, 
and  volunteer  groups  such  as  the  Red  Cross.  It  is 
most  essential  that  a basic  minimum  of  train  and 
bus  transportation  be  maintained  for  that  group  in 
the  population  which  does  not  have  its  own  private 
transportation. 

We  are  in  desperate  need  of  legislation  to  regu- 
late the  new  disorganized  complex  of  pidjlic,  pri- 
vate, and  volunteer  ambulance  services  existing  in 
this  state  and  nation  as  a vzhole.  At  the  present  time 
we  have  no  set  of  minimum  standards  for  ambu- 
lance operation,  no  licensing  procedures,  and  no 
mandatory  training  programs  to  assure  adequate 
ambulance  attendants.  We  can  also  work  toward  a 
coordinated  ambulance  coverage  of  our  entire  state 
with  ambulance-to-hospital  radio  communication 
and  central  disjjatching  offices.  In  those  towns  where 
the  Red  Cross  transportation  is  the  main  source  of 
help  for  the  medically  indigent,  it  is  urgent  that  it 
get  more  Ibiited  Fund  support.  In  the  city  of  New 
Haven  at  the  present  time  the  Red  Cross  is  operat- 
ing on  a schedule  of  two  half-days  per  week. 

2.  We  coidd  certainly  look  to  improving  the  ac- 
cess roads  to  the  large  medical  centers  used  by  many 
people  each  day.  Around  these  well  used  health 


centers  inadequate  parking  seems  to  be  a perennial 
problem.  Many  patients  are  late  for,  or  miss,  their 
appointment  because  they  ride  around  the  block 
four  or  five  times  before  finding  an  available  park- 
ing space.  Fhere  is  a national  need  for  better  direc- 
tion signs  on  highways  to  direct  people  with  emer- 
gency })roblems  to  the  nearest  hospital  areas.  Many 
hospitals  throughout  the  country  with  active  emer- 
gency services  fail  to  indicate  clearly  by  prominent 
signs  the  location  of  their  emergency  service  en- 
trance. 

3.  In  obvious  medical  emergencies  we  should  l>e 
tilde  to  make  more  efficient  use  of  the  Police  De- 
paitmeiit  for  transportation  when  other  facilities 
ate  not  available.  Station  wagons  instead  of  coupes 
would  be  more  appropriate  in  this  regard.  On 
January  1,  1967,  Cfovernor  Dempsey  suggested  the 
development  of  a new  Department  of  Transporta- 
tion lor  the  State  of  Connecticut.  'Fhis  would  be 
the  ap[n'opriate  agency  to  implement  the  sugges- 
tions just  made,  if  the  new  agency  takes  a look  at 
total  tramsportation  needs,  and  not  the  usual  focus 
on  rail  and  air  travel  exclusively. 

4.  I'he  Connecticut  State  Welfare  Department 
reimbursement  mechanism  for  welfare  patients  re- 
quiring transportation  certainly  needs  revision.  Fhe 
Welfare  Department  in  general  is  helpful,  under- 
standing and  cooperative.  However,  their  estab- 
lisheil  administrative  machinery  for  paying  these 
transportation  costs  is  often  inadequate.  This  refers 
particularly  to  the  welfare  patient  whose  illness  re- 
quires a series  of  treatment  visits  to  a clinic,  such 
as  a person  with  cancer  retjuiring  a series  of  radia- 
tion therapy  visits.  The  present  regulation  requires 
that  the  patient  pay  for  his  multiple  taxi,  bus  or 
train  trij)s  from  his  meager  basic  allowance,  then  fde 
a form  lor  reimbursement  at  the  end  of  the  series 
of  visits.  If  everything  goes  well,  three  months  after 
that  tlate  he  may  receive  a repayment  check.  For 
the  average  welfare  family,  struggling  to  balance 
its  food  and  housing  budget,  there  is  no  sur- 
plus cash  for  advancing  monies  for  this  kind  of 
transportation,  and  because  of  this,  needed  ser- 
vices are  often  neglected.  Vet,  a simple  trans- 
portation voucher  signed  by  the  clinic  social 
worker  or  physician  could  authorize  the  trans- 
portation payments  and  allow  the  transportation 
company  to  be  reimbursed  directly  from  the  Wel- 
fare Department.  The  Yale-New  Haven  Hospital, 
operating  as  most  teaching  hospitals  do,  at  an  an- 
nual financial  loss,  pays  approximately  four  to  five 
thousand  dollars  per  year  for  taxi  slips  to  welfare 
patients  who  need  emergency  transportation  to 
their  home  following  a visit  to  the  emergency  ser- 
vice or  to  one  of  the  clinics.  This  is  due  to  a welfare 
retpiirement  which  provides  no  reimbursement  for 
this  type  of  transportation  unless  prior  authoriza- 
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don  is  obtained,  and  this  is  often  not  possible, 
joespite  these  inadequacies,  the  Welfare  Depart- 
ment does  have  a verbal  approval  mechanism  for 
u-elfare  requiring  emergency  ambulance  transporta- 
ition  from  one  area  to  another. 

i 5.  With  aroused  community  siqrport,  the  process 
of  establishing  neighborhood  health  centers  in  high 
density  population  areas,  such  as  housing  projects, 
can  be  greatly  speeded  up.  This  one  step  would  re- 
duce the  need  for  long  distance  transportation  of 
large  numbers  of  people.  When  the  health  centers 
are  established  and  functioning  they  should  certain- 
]ly  develop  transportation  pools  with  available  sta- 
tion wagons  and  trained  personnel  for  transporting 
their  health  center  patients  to  special  treatment 
centers  for  scheduled  appointments.  Smaller  towns 
may  have  to  develop  a volunteer  transportation 
corps  for  health  transportation  just  as  they  have 
developed  a volunteer  Fire  Department. 

6.  In  areas  of  low  density  population— such  as  sec- 
tions of  Colorado,  Utah,  and  Alaska-this  trans- 
portation problem  is  being  solved  by  travelling 
clinics  which  spend  one  day  in  each  of  many  sche- 
duled centers.''’  Some  of  these  areas  already  have 
flying  physicians  who  conduct  office  hours  in  widely 
scattered  centers  through  their  own  private  air 
travel.  The  Viet  Nam  experience  has  taught  the  im- 
portance of  the  helicopter  in  bringing  the  seriously 
wounded  patient  to  a well  equipped  emergency  cen- 
ter as  a way  of  saving  many  lives.  Dr.  Robert 
Kennedy  has  estimated  that  there  are  approximately 
100,000  deaths  in  this  country  annually  from  acci- 
dents. It  is  also  estimated  that  20,000  of  these 
victims  would  not  have  died  had  prompt  and  com- 
petent emergency  care  been  available  to  them.^" 
Helicopter  ambulance  teams  operating  out  of  state 
police  barracks  may  be  a way  of  life  in  the  not  too 
distant  future. 

7.  Another  innovative  idea  which  is  receiving  ex- 
perimental trial  in  New  York  City  at  the  present 
time  is  the  development  of  “store-front”  health 
screening  stations  throughout  large  metropolitan 
areas. These  screening  stations  are  manned  by 
public  health  nurses  or  physicians  and  help  the 
patients  decide  where  they  can  receive  the  most  ap- 
propriate medical  services.  Many  of  these  patients 
merely  need  counselling  and  advice,  whereas  others 
need  referral  to  a large  hospital  clinic  for  diagnostic 
workup.  These  screening  clinics  function  to  reduce 
the  number  of  patient  transportation  units  per  day, 
and  also  increase  the  distribution  of  medical  care 
to  a considerably  larger  segment  of  people  than 
would  be  provided  without  them. 


Summary 

Social,  scientific  and  political  changes  have  helped 
to  produce  a complex,  fragmented  system  of  medi- 
cal care.  The  development  of  more  involvement  with 
chronic  illness  and  the  increasing  emphasis  on  pre- 
ventive medicine  require  health  maintenance  visits 
at  periodic  intervals  over  time.  Alany  changes 
needed  to  rationalize  and  coordinate  this  complex, 
poorly  functioning  system,  have  been  discussed. 
New  patterns  in  the  distribution  of  medical  care 
services  have  been  pointed  out;  these  include  neigh- 
borhood health  centers,  regional  health  programs, 
extended  care  facilities,  and  organized  home  care 
services.  It  is  clear  that  efficient  and  sophisticated 
transportation  facilities  are  needed  in  increasing 
amounts  to  bring  together  the  patients  and  the 
health  services  of  our  present  society. 

To  develop  an  adequate  health  care  system  for  all 
Americans,  this  difficult  transportation  challenge 
must  be  met  promptly.  This  state  conference— the 
first  ever  held  to  consider  the  subject  of  transporta- 
toin  for  health  care— is  a giant  step  forward  in 
identifying  the  needs  and  making  them  known.  The 
innovative  energies  of  the  Connecticut  Health 
League,  which  made  this  conference  a reality,  must 
next  be  directed  toward  the  implementation  of 
solutions  to  the  problems  posed  by  the  conference 
participants. 
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You're  up  ten  pounds  since  your  last  physical.  We're  going  to  have  to  do  something  about  that" 
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Get  them  while 
they’re  easily  reversible 


Obesity  doesn’t  happen  suddenly.  This  insidious  process  has  its  beginning— and  the 
chances  of  reversing  it  are  better— during  the  first  10  to  15  pounds  of  weight  gain. 
When  a new  dietary  pattern  must  be  established,  consider  the  adjunctive  use  of 
BAMADEX  SEQUELS.  Combining  the  proven  anorexigenic  action  of  d-ampheta- 
mine  with  the  tranquilizing  effect  of  meprobamate,  BAMADEX  SEQUELS  controls 
appetite  throughout  the  day,  usually  with  a single  capsule  daily. 


Contraindications:  Dextro-amphetamine  sulfate:  In 
hyperexcitability  and  in  agitated  prepsychotic 
states.  Previous  allergic  or  idiosyncratic  reactions 
to  meprobamate. 

Precautions:  Use  with  caution  in  patients  hyper- 
sensitive to  sympathomimetic  compounds,  who 
have  coronary  or  cardiovascular  disease,  or  are 
severely  hypertensive. 

Dextro-amphetamine  sulfate:  Excessive  use  by 
unstable  individuals  may  result  in  psychological 
dependence. 

Meprobamate:  Careful  supervision  of  dose  and 
amounts  prescribed  is  advised,  especially  for  pa- 
tients with  known  propensity  for  taking  excessive 
quantities  of  drugs.  Excessive  and  prolonged  use 
in  susceptible  persons,  e.g.  alcoholics,  former  ad- 
dicts, and  other  severe  psychoneurotics,  has  been 
reported  to  result  in  dependence  on  the  drug. 
Where  excessive  dosage  has  continued  for  weeks 
or  months,  reduce  dosage  gradually.  Sudden  with- 
drawal may  precipitate  recurrence  of  preexisting 
i symptoms  such  as  anxiety,  anorexia,  or  insomnia; 
i or  withdrawal  reactions  such  as  vomiting,  ataxia, 
tremors,  muscle  twitching  and,  rarely,  epileptiform 
! seizures.  Should  meprobamate  cause  drowsiness 
i or  visual  disturbances,  reduce  dosage  and  avoid 
i operation  of  motor  vehicles,  machinery  or  other 
activity  requiring  alertness.  Effects  of  excessive  al- 
cohol consumption  may  be  increased  by  meproba- 
mate. Appropriate  caution  is  recommended  with 
patients  prone  to  excessive  drinking.  In  patients 
prone  to  both  petit  and  grand  mal  epilepsy  mepro- 
I bamate  may  precipitate  grand  mal  attacks.  Pre- 
I scribe  cautiously  and  in  small  quantities  to  patients 


with  suicidal  tendencies. 

S/de  Effects;  Overstimulation  of  the  central  nervous 
system,  jitteriness  and  insomnia  or  drowsiness. 
Dextro-amphetamine  sulfate:  Insomnia,  excitabil- 
ity, and  increased  motor  activity  are  common  and 
ordinarily  mild  side  effects.  Confusion,  anxiety, 
aggressiveness,  increased  libido,  and  hallucina- 
tions have  also  been  observed,  especially  in  men- 
tally ill  patients.  Rebound  fatigue  and  depression 
may  follow  central  stimulation.  Other  effects  may 
include  dry  mouth,  anorexia,  nausea,  vomiting, 
diarrhea,  and  increased  cardiovascular  reactivity. 

Meprobamate:  Drowsiness  may  occur  and  can 
be  associated  with  ataxia;  the  symptom  can  usu- 
ally be  controlled  by  decreasing  the  dose,  or  by 
concomitant  administration  of  central  stimulants. 
Allergic  or  idiosyncratic  reactions:  maculopapular 
rash,  acute  nonthrombocytopenic  purpura  with 
petechiae,  ecchymoses,  peripheral  edema  and 
fever,  transient  leukopenia.  A case  of  fatal  bullous 
dermatitis,  following  administration  of  meproba- 
mate and  prednisolone,  has  been  reported.  Hyper- 
sensitivity has  produced  fever,  fainting  spells, 
angioneurotic  edema,  bronchial  spasms,  hypoten- 
sive crises  (1  fatal  case),  anuria,  stomatitis,  proc- 
titis (1  case),  anaphylaxis,  agranulocytosis  and 
thrombocytopenic  purpura,  and  a fatal  instance  of 
aplastic  anemia,  but  only  when  other  drugs  known 
to  elicit  these  conditions  were  given  concomitantly. 
Fast  EEC  activity,  usually  after  excessive  dosage. 
Impairment  of  visual  accommodation.  Massive 
overdosage  may  produce  drowsiness,  lethargy,  stu- 
por, ataxia,  coma,  shock,  vasomotor  and  respira- 
tory collapse. 


Bamadex  Sequels' 

Dextro-amphetamine  sulfate  (15  mg.)  Sustained  Release  Capsules 
with  Meprobamate  (300  mg.) 


LEDERLE  LABORATORIES 

A Division  of  American  Cyanamid  Company 

Pearl  River,  New  York  466-7 
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Perhaps  there’s  a basic  schizophrenia  in  the  practice  ol  healing.  A lunulred  years  ago  only 
a lew  definitive  surgical  procedures  were  performed  and,  lacking  adecpiate  biochemical  research, 
most  medication  was  dispensed  empirically.  Through  years— and  even  generations— of  knowing 
his  patients,  their  families  and  circumstances,  the  physician  was  able  to  compensate  for  his 
deficiency  in  scientific  armamentarium  by  artfully  administering  to  the  psychologic  and  spiritual 
needs  of  his  people  .sage  advice  about  a business  change,  a wayward  thild  or  an  aged  grandjjarent 
who  rocked  incessantly  by  the  hearth. 

.\t  the  June  convention  of  the  .AM.-V,  a Dr.  Gustav  Nossal  reported  the  Australian  studies 
of  the  attack  of  antigens  on  the  lymphocytes  to  protluce  antibodies,  and  the  variation  in  effect 
depending  upon  the  size  of  the  antigen  or  the  type  of  the  lymphocyte.  This  tremendous  work 
on  things  so  small  may  overcome  some  major  pioblems  of  oigan  transplantation.  Science  has 
scaled  the  Matterhorn,  has  a,scended  to  another  in  a series  of  peaks,  yet  is  just  starting  to  climb. 
But  how  cold  is  it  up  there?  'Fhough  I can  climb— or  move— mountains  and  have  not  love,  I am 
nothing.  I'he  family  practitioner  has  greater  opportunity  to  dispense  the  warmth  and  under- 
standing which  made  so  effective  those  colorful  |jills  of  last  century.  Yet  this  is  not— and  must  not 
be— beyond  the  duty  of  the  specialist.  Are  we  treating  patients?— or  just  disease!  The  practice 
of  medicine  entails  both  the  science  and  the  art. 

W'ho  shall  have  a new  aorta,  a new  kidney  or  lung,  indeed  who  shall  have  a new  heart  or  a 
rejuvenated  blood  supply  to  the  brain?  Wdien,  after  substitution  of  midtiple  “spare  parts”,  is  a 
[jerson  permitted  to  die— or  is  this  now  a dilferent  individual?  d'his  approach  to  immortality  is 
unlikely  to  cpiell  the  population  explosion.  But  should  these  services  be  denied  to  anyone?  Per- 
haps a mandatory  control  of  conception  might  function  under  a system  of  licensure  and  penal- 
ties—more  economical  to  both  health  and  finances  thait  extending  abortion.  These  thoughts  and 
many  more  come  to  our  minds.  The  physicians  and  the  clergy  jointly  bear  a large  responsibility 
for  guiding  the  progress  of  society.  Yet  each  specific  case  demands  a decision.  For  this  each  physi- 
cian needs  a set  of  principles  or  criteria. 

Yet  the  quality  of  a piece  of  sculpture  or  a painting  cannot  be  determined  by  measurements 
alone.  Neither  must  the  physician  be  too  rigidly  shackled  by  rides,  ethics,  or  law.  He  must  be 
free  to  practice  the  art  of  medicine  in  making  the  best  decision  for  his  “whole  patient”:  in  balanc- 
ing po.ssible  scant  benefits  and  a grim  life  against  acceptance  of  “the  inevitable”  with  its  by- 
products; in  permitting  the  right  to  die  with  dignity  even  though  it  might  be  a few  hours 
or  days  earlier;  in  struggling  to  prolong  a life  that  woidd  be  of  value  to  the  patient  or  someone 
else;  in  actively  supporting  anyone’s  right  to  try  to  live.  He  must  most  of  all  be  at  peace  with  his 
own  conscience.  “Unto  thine  own  self  be  true,”  and  yon  will  be  true  to  your  fellow  man. 

.Speaking  of  children  in  The  Prophet— awA  our  patients  are  comjnirable  to  our  children,  “though 
they  are  with  you,  yet  they  belong  not  to  you”— Kahlil  Gibran  said  “.  . . life  goes  not  backward 
nor  tarries  with  yesterday. 

“You  are  the  bows  from  which  your  children  as  living  arrows  are  sent  forth. 

“For  even  as  He  loves  the  arrow  that  flies,  so  He  loves  akso  the  bow  that  is  stable.” 

In  the  midst  of  change  let  us  again  be  schizoid— like  the  bow— both  flexible  and  stable.  Let  us 
be  ministers  of  both  art  and  science  in  our  care  of  the  “whole  patient.” 

E.  Trf.main  Bradley,  m.d. 
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FROM  THE  GENERAL  MANAGER’S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards^  m.d..  General  Manager 

160  St.  Ronan  Street,  New  Haven,  Conn.  Josephine  P.  Lindquist 

Telephone  865  0587  Assistant  to  General  Manager 


SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 

Thursday,  June  15,  1967 

I.  Attendance 

Present  in  addition  to  the  Chairman,  Dr.  S.  J. 
Martin,  were:  Drs.  Bradley,  Grendon,  Polivy,  H. 
Caplan,  M.  Caplan,  Fabro,  Hess,  Rogol,  Cramer, 
Abbot,  Spitz,  Hastings,  Shepard,  Ayres,  Jacobson, 
Jr.,  Johnson,  Grant,  Petrie,  Palomba,  Roch,  and 
Pelz.  Also  present  were:  Mrs.  Lindquist,  Mr.  Chil- 
coat  (AMA),  Mr.  Norbeck  (AMA)  and  Dr.  Richards. 

Absent  were:  Drs.  Gardner,  Brandon,  Egan, 

Nolan  and  Wilson;  also  Mr.  Villano. 

II.  Routine  Business 

i 

, Introductions 

I The  Chairman  introduced  Dr.  Carl  W.  Johnson, 
new  Associate  Councilor  from  HCMA,  and  Mr. 
Tim  Norbeck,  AMA  Field  Representative,  who  will 
replace  Mr.  Chilcoat  as  representative  to  Connecti- 
cut in  the  near  future.  The  Council  expressed 
thanks  to  Mr.  Chilcoat  for  the  excellence  of  his 
services  while  assigned  to  the  Society. 

I Approval  Of  Minutes 

! As  printed  and  distributed,  it  was  VOTED  to 
I approve  the  minutes  of  the  meeting  of  May  17,  1967. 

Life  Membership 

It  was  VOTED  to  approve  applications  for  Life 
Memberships  received  from  the  following  eligible 
Active  Members: 

Ernest  Mylon,  New  Haven  (NHCMA)— 1967 
Thomas  J.  Danaher,  Torrington,  (LCMA)— 1968 

CSMS  Dues  Exemptions 

It  was  VOTED  to  grant  exemptions  from  pay- 
ment of  CSMS  membership  dues  to  the  following 
Active  Members,  for  the  period  and  reason  indica- 
ted: 

Jules  White,  New  Haven  (NHCMA)— Military 
Service— 1967 

James  S.  Harrop,  Simsbury  (TCMA)— Military 
Service— 1967 

Committee  Appointments,  Resignations,  Etc. 

(a)  It  was  VOTED  to  accept,  with  regret  and 
thanks,  the  resignation  of  Walter  J.  Keefe, 
Hartford,  as  a member  of  the  Conference  Com- 


mittee with  the  Connecticut  Pharmaceutical 
Association.  Dr.  Keefe  is  moving  to  California. 
It  was  further  VOTED  to  appoint  William  F. 
Van  Eck,  East  Haven,  to  replace  Dr.  Keefe  on 
this  Conference  Committee  for  the  balance  of 
1967-68. 

(b)  It  was  VOTED  to  appoint  Lavius  A.  Robin- 
son, Danielson,  to  membership  on  the  Confer- 
ence Committee  with  the  Connecticut  Bar 
Association,  to  represent  the  Windham  County 
area. 

(c)  It  was  VOTED  to  recommend  to  Governor 
Dempsey,  for  reappointment  to  a new  five  year 
term  on  the  State  Board  of  Examiners  for 
Physical  Therapists,  the  name  of  Thomas  F. 
Hines,  Wallingford. 

(d)  It  was  VOTED  to  reappoint  Robert  S.  Me 
Knight,  Hartford,  as  CSMS  representative  to 
(and  member  of)  the  Corporation  of  Connecti- 
cut Postgraduate  Seminar  in  Psychiatry  and 
Neurology.  A report  on  the  activities  of  the 
CCPSPN  was  submitted  by  Dr.  McKnight, 
and  this  will  be  reproduced  and  distributed 
with  the  agenda  for  the  next  Council  meeting. 

Reports  Of  Delegates  To  Other  State  Medical  Societies 

(a)  It  was  VOTED  to  accept  the  report  submitted 
by  E.  Tremain  Bradley,  CSMS  Delegate  to  the 
Medical  Society  of  New  Jersey,  on  his  attend- 
ance at  the  201st  Annual  Meeting  of  the  MSNJ, 
Atlantic  City,  May,  1967. 

(b)  It  was  VOTED  to  accept  the  report  submitted 
by  E.  Tremain  Bradley,  CSMS  Delegate  to  the 
Massachusetts  Medical  Society,  on  his  attend- 
ance at  the  186th  Annual  Meeting  of  MMS, 
Boston,  May,  1967.  It  was  further  VOTED  to 
table  indefinitely  a motion  to  distribute  copies 
of  the  report  to  the  Committee  on  Hospitals, 
directing  attention  to  those  portions  which 
deal  with  resolution  of  physician-hospital  dis- 
agreements. 

Date  Of  Next  Meeting 

It  was  VOTED  to  request  the  Chairman,  in  con- 
sulation  with  the  General  Manager,  to  call  the  next 
meeting  whenever  there  is  sufficient  business  to  be 
acted  upon.  To  maintain  agreed  upon  rotation  of 
weekdays,  the  meeting  should  be  called  for  a Wed- 
nesday. 
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III.  Old,  New  And  Special  Business 

Minutes— Liaison  Meeting  With  CG  On  Medicare  B 

It  was  VO  FEI)  to  accept  the  minutes  ol  the  May 
15  Liaison  Meeting,  as  printed  and  distributed, 
noting  that  the  jrresence  oI  Dr.  Richards  at  the 
meeting  had  not  been  recorded.  Pursuant  to  these 
minutes,  a general  discussion  was  held  as  to  the 
most  appropriate  day  and  time  lor  holding  the 
Echicational  Seminar  on  Review  Committees  recom- 
mended jointly  by  CSMS  and  CC  representatives. 
It  was  VOTED  to  hold  the  Seminar  in  the  evening, 
starting  at  7:00  P.M.,  on  either  Wednesday  or 
'Ehursday  of  the  week  ol  Jidy  10  ( I'hursday,  Jidy 
13  has  been  selected)  at  the  Yankee  Silversmith 
Inn,  Wallinglord.  It  was  VO'EED  to  extend  invita- 
tions to  «//  members  of  county  medical  association 
review  committees  (instead  of  just  the  chairman 
and  one  member)  as  well  as  to  the  CSMS  Com- 
mittee on  'I'hird  Party  Payments. 

Report— Conference  Committee  With  Connceticut 
Pharmaceutical  Association 

It  was  VOTED  to  accept  a report  of  the  Con- 
ference Committee  with  CPA  as  information,  the 
report  being  concerned  with  the  practice  of  physi- 
cians furnishing  pharmacists  with  pre-signed  pre- 
scription blanks  in  order  to  facilitate  the  telephone 
prescribing  of  drugs,  both  narcotic  and  non-narcotic. 
In  brief,  the  report  indicated  that  several  pharma- 
cists had  been  penalized  by  the  Pharmacy  Com- 
mission for  participating  in  this  practice,  and 
recommended  that  the  Council  find  the  practice 
to  be  “unprofessional  conduct,”  widely  publicize 
this  finding  among  the  membership,  and  urge  all 
physicians  to  refrain  from  such  practice.  It  was 
further  VOTED  to  carry  out  such  pidjlicity  by  re- 
questing the  county  associations  having  newsletters 
to  report  this  finding  of  “unprofessional  conduct” 
in  their  publications,  and  to  make  special  note  of 
same  in  Connecticut  Medicine. 

Report— Committee  On  Postgraduate  Education 

In  a special  report  to  the  Council,  the  Com- 
mittee on  Postgraduate  Education  reaffirmed  its 
jrrevious  (Council-approved)  recommendation  that 
a Clinical  Congress  not  be  held  in  1967,  and  further 
recommended  that  a Clinical  Congress  not  be  held 
in  1968  as  well.  It  was  VOTED  to  adopt  this  latter 
recommendation  of  the  Ciommittee.  It  was  further 
VOl'ED  to  accept  the  report,  and  to  approve  5 
other  recommendations  contained  therein  concern- 
ing future  activities  of  the  Committee  in  the  field 
of  postgraduate  education  and  to  atithorize  the 
Committee  to  implement  these  proposals.  Finally, 
it  was  VO'EED  to  direct  the  staff  to  prepare  an 
amendment  to  the  bylaws  (as  recommended  by  the 
Committee)  so  that  reference  to  the  Clinical  Con- 
gress as  an  annual  meeting  of  the  Society  will  be 
deleted.  In  the  discussion  that  preceded  this  action. 


it  was  pointed  out  that  such  an  amendment  woidd 
not  preclude  the  Committee  on  Postgraduate  Edu- 
cation Irom  conducting  future  Clinical  Congresses, 
il  it  were  lelt  desirable  to  tlo  so;  i.e.,  the  amend- 
ment would  only  make  it  not  mandatory  that  a 
Clinical  Congress  be  “arranged  and  ((mducted”  for 
members  of  the  .Society. 

Report— Fiscal  Advisory  Committee 

The  Councif’s  FAC  made  recommendations  on 
three  fiscal  matters  which  were  acted  on  as  follows: 

(a)  It  was  VOd’ED  to  a])prove  the  FAC’s  recom- 
mendation that  the  sum  of  $75  be  allocated  to 
the  Committee  on  Preliminary  Study  of  Cen- 
.sorship  Questions  to  be  used  to  defray  ex- 
penses incurred  by  the  Committee’s  statewide 
sttidy  of  the  bylaws  of  hospital  medical  staffs. 

(b)  It  was  VT) 'FED  to  approve  the  FAC’s  recom- 
mendation that  the  stun  of  $140  be  appro- 
priated out  of  the  general  ftmds  to  cover  the 
costs  of  publishing  an  article  titled:  “Advising 
Your  Patients  About  the  Social  Security  Dis- 
ability Program”  as  a supplement  to  the  Jour- 
nal. 

(c)  It  was  \'0  LED  to  disapprove  the  FAC’s 
recommendation  that  a Delegate  to  the  Con- 
necticut Ntitrition  Council  be  reimbursed  for 
partial  expenses  incuired  in  attending  a recent 
meeting  of  the  CNC,  but  to  inform  the  Delegate  ■ 
that  while  it  is  not  present  policy  to  reimburse  ■ 
such  delegates  for  such  expenses,  the  Council  1 
will  review  the  policy  concerning  expense  re- 
imbursements to  a//  committees,  representa- 
tives, delegates,  etc.,  and  will  make  recommen- 
dations concerning  same  to  the  1967  semi- 
annual meeting  of  the  House  of  Delegates  - 
when  the  budget  for  1968  is  submitted. 

Report— Ad  Hoc  Committee  On  PR  Director's  Employment 

E.  'Eremain  Bradley,  Chairman  of  the  Ad  Hoc 
Committee,  filed  a report  which  recommendetl  that 
Mr.  Villano  be  offered  a five-year  contract  with  the 
Society  at  a starting  annual  salary  known  to  be 
bilaterally  satisfactory.  It  was  VOTED  to  approve 
the  report  of  the  Ad  Hoc  Committee,  and  to  imple- 
ment the  recommendation  retroactive  to  June  1, 
1967. 

Appointment— Ad  Hoc  Committee  On  Employment 
Of  Assistant  General  Manager 

It  was  VOTED  to  reqtiest  the  Chairman  to  ap- 
point an  Ad  Hoc  Committee  to  study  and  make 
recommendations  to  the  Council  concerning  the 
need  for,  desirability  of,  requirements  for,  etc.  estab- 
lishing the  post  of  .Assistant  General  Manager.  Dr. 
S.  J.  Martin  appointed  the  .\d  Hoc  Committee  as 
follows:  E.  Tremain  Bradley,  Chairman;  Drs.  Gren- 
don,  Polivy,  .Abbot,  Shepard,  and  Rogol  (FAC 
members);  Dr.  Celentano;  Dr.  Hess,  Councilor-at- 
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Large;  and  Dr.  Richards,  General  Manager,  ex- 
afficio. 

Compac 

It  was  VOTED  to  receive  as  information  several 
communications  from  the  Board  of  Directors  of  the 
Connecticut  Medical  Political  Action  Committee 
to  members  of  the  Council.  In  brief,  the  communi- 
cations listed  a number  of  activities  in  which 
COMPAC  had  engaged  in  recent  months,  including 
a comprehensive  report  on  the  AMPAC  National 
Workshop,  Washington,  D.C.,  June  2-3-4,  1967.  It 
was  reported  that  the  members  of  the  CSMS 
COMPAC  Liaison  Committee  (appointed  May  17) 
will  be  invited  to  attend  the  next  meeting  of  the 
Board  of  Directors  to  discuss  ways  and  means  of 
establishing  improved  continuing  communications 
between  the  Council  and  the  COMPAC  Board. 

Report On  State  Legislation,  1967 

Isadore  H.  Friedberg,  Chairman  of  the  Legislative 
Division  and  of  the  Committee  on  State  Legisla- 
tion, had  been  invited  to  join  the  Council  at  this 
meeting  to  present  a “wrap-up”  on  the  measures 
the  Society  supported  and  opposed  at  the  just-con- 
cluded session  of  the  General  Assembly,  and  to 
submit  an  evaluation  of  the  effectiveness  of  the 
Committee,  legislative  agent,  staff,  etc.  in  carrying 
on  the  legislative  program.  However,  due  to  a 
death  in  his  family.  Dr.  Friedberg  was  unable  to 
attend  this  meeting  and  will  plan  to  make  his  re- 
port in  person  at  the  next  one.  In  lieu  of  Dr.  Fried- 
berg’s  clefinitive  report,  the  Council  members  re- 
ceived a summary  of  legislation  in  which  the  Society 
had  an  interest  which  had  been  prepared  by  the 
Public  Relations  Director.  Pursuant  to  a discussion 
of  these  matters,  it  was  VOTED  that,  pending 
receipt  of  Dr.  Friedberg’s  report  and  Council  ap- 
proval thereof,  no  new  agreements  or  renewal  of 
existing  agreements  be  entered  into  with  agencies  or 
individuals  rendering  services  to  the  Society  in  the 
legislative  field  (legislative  reporting  service,  legisla- 
1 tive  agent,  etc.). 

The  New  Title  XIX  (Medicaid)  Program 

Having  been  apprised  of  the  provisions  of  the 
statute  enacted  by  the  1967  General  Assembly  gov- 
erning the  payment  of  physicians  for  services  ren- 
dered to  beneficiaries  of  Title  XIX  Medicaid,  the 
Council  took  the  following  actions: 

(a)  Since  the  statute  provides  that  between  Octo- 
ber 1,  1967  and  March  1,  1968,  physicians  will 
be  paid  for  their  services  in  accordance  with  a 
uniform  fee  schedule,  it  was  VOTED  to  direct 
the  Advisory  Committee  to  the  State  Commis- 
sioners of  Welfare,  Finance  and  Control  to  seek 
a meeting  with  the  Commissioners  forthwith 
to  obtain  full  information  as  to  how  the  uni- 


form fee  schedule  will  be  arrived  at  and  what 
claims  procedure  is  to  be  followed  by  doctors 
of  medicine  prior  to  March  1,  1968  (when  use 
of  the  “usual  and  customary  charge”  method 
will  be  instituted  for  doctors  of  medicine  ouly)  . 
(b)  Since  the  statute  provides  that,  from  March  1, 
1968  to  March  1,  1969,  the  “usual  and  custom- 
ary charge”  method  of  payment  for  physicians’ 
services  will  be  in  effect,  and  that  a Medical 
Advisory  Committee  of  not  fewer  than  twenty 
members  (a  majority  of  which  are  to  be  doctors 
of  medicine  nominated  by  the  Connecticut 
State  Medical  Society)  will  be  appointed  by 
the  Commissioner  of  Welfare  prior  to  March 
1,  1968,  it  was  VOTED  to  request  the  President 
and  Chairman  of  the  Council  to  compile  a 
list  of  at  least  twenty  qualified  members  of  the 
Society  to  submit  to  the  Council  for  approval 
as  nominees  to  be  furnished  to  the  Commis- 
sioner for  appointment  to  said  Medical  Ad- 
visory Committee.  It  is  understood  that,  in 
compiling  the  list,  proper  regard  is  to  be  given 
to  types  of  practice,  geographic  location,  etc.  of 
the  CSMS  members  selected  by  Drs.  Bradley 
and  Martin. 

Informational  Report — Dependents'  Medical 
Care  Program 

Received  as  information  was  a report  by  the 
General  Manager  that,  in  a copy  of  a June  8 letter 
addressed  to  Dr.  William  Horton  of  CMS,  Inc. 
(fiscal  agent  for  DMCP),  the  Executive  Director  of 
ODMC  stated  that  the  Defense  Department  has 
made  two  recent  rulings  as  follows:  “(I)  That  in 
those  states  where  no  contracts  exist  with  state 
medical  societies,  the  “usual,  customary  and  reason- 
able” fee  concept  developed  by  the  Social  Security 
Administration  in  implementing  the  Social  Security 
Amendments  of  1965  should  be  followed;  and  (2), 
that  in  each  state  where  a contract  exists  with  a state 
medical  society  prescribing  local  schedules  of  allow- 
ances, the  policy  specified  in  (1)  should  be  imple- 
mented effective  upon  the  termination  of  the  present 
contract.”  The  letter  concludes:  “As  there  is  little 
time  remaining  until  the  end  of  the  current  contract 
(July  31) , I would  appreciate  your  comments  (with 
reference  to  the  method  and  procedures  you  might 
employ  in  effecting  this  . . . concept)  at  your 
earliest  convenience.”  The  Society  is  still  awaiting 
word  from  ODMC  that  a “usual  and  customary” 
agreement  has  been  developed  for  evaluation  and 
possible  approval  before  July  31. 

N.B.:  The  foregoing  is  a sumtnary  of  the  proceed- 
ings and  actions  of  the  Council  on  June 
15,  1967.  Detailed  minutes  of  the  meeting 
are  on  file  at  160  St.  Ronan  Street,  Neiv 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 
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INFLAMMATION 


A cellular 


A SYNTEX  REPORT  based  on  recently 
developed  hypotheses  about  topical  cor- 
ticosteroids, including  the  cellular 
theories  of  inflammation  by  Thomas  F. 
Dougherty,  Ph.D.,  University  of  Utah. 

You  are  looking  at  a fibroblast  fight- 
ing for  life.  This  cell  — one  of  the 
most  common  found  in  connective 
tissue  — has  literally  been  poisoned 
by  cytotoxins  released  from  other 
cells  that  have  ruptured.  Soon,  if  the 
abnormal  activity  of  this  fibroblast 
does  not  cease,  it,  too,  will  rupture 
and  die  — one  more  casualty  in  the  in- 
flammatory wave  of  destruction  pre- 
cipitated by  injury. 

Until  a short  time  ago  no  one  had 
ever  witnessed  such  a scene  at  the 
cellular  level.  Now,  through  ad- 
vanced cinemicrographic  techniques, 
it  is  possible  to  view  and  photograph 
the  inflammatory  process  as  pro- 
duced experimentally  in  living  ani- 
mal tissue.  This  method  permits  new 
insight  into  the  mechanism  of  inflam- 
mation and  the  role  of  corticoster- 
oids in  therapeutic  management. 
Equally  important,  these  techniques 
shed  new  light  on  factors  that  may 
make  one  corticosteroid  more  effec- 
tive than  another  — factors  that  can 
he  correlated  with  other  chemical, 
biologic,  and  clinical  parameters. 


Worldwide 
clinica 
experience 
confirms  the 
predictable 
therapeutic 
potential  of 
Synalar 

It  is  particularly  gratifying  that  the 
promise  of  the  advanced  chemical 
design  and  high  order  of  bioassay  ac- 
tivity of  Synalar  (fluocinolone  ace- 
tonide)  has  been  confirmed  by 
widespread  therapeutic  application. 
Indeed,  the  impressive  clinical  re- 
sponse rate  of  Synalar  has  been  docu- 
mented in  no  fewer  than  232  papers 
from  22  countries. 


f""" 

Representative  Clinical  Results  with  Synalar* 


Efficacy  Documented  in  over  4,000  Patients 

Condition 

Number  of 
Publications 

Number  of 
Patients 

Significant 

Improvementt 

Contact 

Dermatitis 

27 

750 

713 

Eczematous 

Dermatitis 

21 

472 

409 

Seborrheic 

Dermatitis 

18 

442 

426 

Atopic 

Dermatitis 

24 

460 

426 

Psoriasis 

36 

1,699 

1,510 

Neurodermatitis 

18 

351 

324 

Total 

144 

4,174 

3,808 

‘Complete  bibliography  on  request.  fExpressed  by  the  authors  as  excellent,  veiy  good, 

good,  complete  remission  of  inflammation,  etc. 


Prescribing  Information 
For  initiation  of  therapy:  Cream  0.025%, 
5 and  15  Gm.  tubes,  425  Gm.  jars;  for 
emollient  effect:  Ointment  0.025%,  15 
Gm.  tubes;  for  maintenance  therapy: 
Cream  0.01%,  15  and  45  Gm.  tubes,  120 
Gm.  jars;  for  intertriginous  or  hairy 
sites:  Solution  0.01%,  20  cc.  and  60  cc. 
plastic  squeeze  bottles;  for  infected  in- 
flammatory dermatoses:  Neo-Synalar® 
Cream  (0.025%  fluocinolone  acetonide, 
neomycin  sulfate,  equivalent  to  0.35% 
neomycin  base),  5 and  15  Gm.  tubes. 
Contraindications:  Tuberculous,  fungal, 
and  most  viral  lesions  of  the  skin,  (in- 
cluding herpes  simplex,  vaccinia,  and 
varicella).  Not  for  ophthalmic  use.  Con- 
traindicated in  individuals  with  a his- 
tory of  hypersensitivity  to  any  of  the 
components.  Precautions:  Synalar  prep- 
arations are  virtually  nonsensitizing  and 
nonirritating.  However,  the  solution  may 
produce  burning  or  stinging  when  ap- 
plied to  denuded  or  fissured  areas.  In 
some  patients  with  dry  lesions,  the  solu- 
tion may  increase  dryness,  scaling  or 
itching.  While  topical  steroids  have  not 
been  reported  to  have  an  adverse  effect 
on  pregnancy,  the  safety  of  their  use  on 
pregnant  females  has  not  absolutely 
been  established.  Therefore,  they  should 
not  be  used  extensively  on  pregnant  pa- 
tients, in  large  amounts,  or  for  pro- 


longed periods  of  time.  Prolonged  use  of 
any  antibiotic  may  result  in  Overgrowth 
of  nonsusceptible  organisms;  if  this  oc- 
curs, appropriate  therapy  should  be  insti- 
tuted. When  severe  local  infection  or 
systemic  infection  exists,  the  use  of  sys- 
temic antibiotics  should  be  considered, 
based  on  susceptibility  testing.  Side 
Effects:  Side  effects  are  not  ordinarily 
encountered  with  topically  applied  corti- 
costeroids. As  with  all  drugs,  however,  a 
few  patients  may  react  unfavorably  to 
Synalar  under  certain  conditions.  The 
neomycin  in  Neo-Synalar  Cream  rarely 
produces  allergic  reactions. 

References:  1.  Lemer,  L.  J.,  Bianchi,  A., 
Turkheimer,  A.  R.,  Singer,  F.  M.,  and 
Borman,  A.:  Anti-inflammatory  steroids:  po- 
tency, duration  and  modification  of  activities. 
Ann  NY  Acad  Sci  116:1071  (Aug.  27)  1964. 
2.  Idem:  Comparison  of  anti-granuloma,  tby- 
molytic  and  glucocorticoid  activities  of  anti- 
inflammatory steroids.  Proc  Soc  Exp  Biol 
Med  116:385  (June)  1964.  3.  Ringler,  A.:  Ac- 
tivities of  adrenocorticosteroids  in  experimen- 
tal animals  and  man,  in  Dorfman,  R.  I.: 
Methods  of  hormone  research.  New  York, 
Academic  Press,  1964.  vol.  III.  pp.  234-280. 
4.  Gubersky,  V R.:  To  be  publish^. 


fluocinolone  acetonide— an  original  steroid  from 

SYNTEX® 

LABORATORIES  INC..  PALO  ALTO,  CALIF. 


For  inflammatory 
dermatoses... 
by  any  measure 
a topical  corticosteroid 
of  choice 

Spalar 

(fluocmolone 

acetonide) 

Milligram  for  milligram 
one  of  the  most  active  topical 
corticosteroids  available 

Rapid  and  predictable 
in  antiinflammatory  and 
antipruritic  activity 

Results  often  comparable  to 
those  of  systemic  corticosteroids 
with  fewer  hazards 


A.M.A.  Takes  Position 
On  Staff  Appointments 

I he  piiiiciple  of  a resolution  introduced  l)y  the 
(-onnetticnt  delegation  (ailing  lor  an  “(jjjen”  policy 
with  regard  t(j  hospital  stall  ajjpointinents  was 
adojjted  by  the  AMA  House  of  Delegates  at  the 
IKith  Annual  Convention. 

riie  resolution,  previously  adopted  by  The  Coun- 
cil and  House  of  Delegates  of  the  Connecticut 
State  Medical  Society,  noted  that  a double  standard 
of  policy  often  exists  between  .so-called  “hospital- 
based  specialists’’  and  other  types  of  practitioners 
with  respect  to  siuh  appcjintinents. 

■\s  amended  in  Reference  Committee  and  finally 
adoj)ted,  the  resolution  jdaces  the  .\M.\  behind  “the 
principle  of  a single  standard  with  respect  to  staff 
apjjointments  among  all  physicians  having  ctpiiva- 
letit  credentials  in  all  hosjjital  departments  and 
services  as  a means  of  assuring  maximum  freedom 
of  (hoice  of  physicians  by  patients,  and  of  con- 
sultants by  stall  members.’’ 

The  adoption  of  a single  standard  does  not,  how- 
ever, preclude  “effective  departmetital  orgaui/a- 
tion  and  appropriate  delegtition  of  authority  and 
responsibility.” 

riie  House  of  Delegates  urged  constituetit  state 
and  conijxment  county  units  “to  bring  this  etulorsc- 
ment  to  the  attention  of  the  medical  stalls  and 
governing  authoiities  of  all  hospitals  opeiating 
within  their  jurisdictions.  . . 


PLACEMENT  WANTED 

SURCEON— 35  years  of  age,  Board  certified, 
presently  completing  military  obligations.  Would 
like  to  practice  with  a group  or  an  associate  in  a 
medium  to  small  community. 

■SURGEON— 37  years  of  age.  Board  eligible, 
wishes  to  practice  with  a group  or  an  associate  in  a 
medium-sized  (omnumity. 

SU RGEON— Board  certified,  military  obligations 
completed.  W^ishes  to  practice  in  a medium  to  small 
community  in  a solo  or  associate  situation.  Availa- 
ble immediately. 

.\NES  1 EIESIOLOGIS  I — Board  eligible,  with 
residency  in  Internal  Medicine.  Wishes  to  jnactice 
in  a small  community  in  a solo  or  associate  practice. 
.Available  immediately. 

G.P.— 19  years  of  age,  applied  for  Gonnccticut 
license.  W’ould  like  t(j  practice  in  a huger  to 
medium-sized  community  in  a group  or  as.sociate 
practice. 

IN  1 ERNIST.  — 13  years  of  age.  Board  eligible. 
Wishes  to  jiractice  with  a group  or  an  individual, 
excellent  background  training  in  Cardiology.  Con- 
necticut license. 


PLACEMENT  OPPORTUNITIES 

BEDl.Al'RICI.AN— Pediatrician  to  associate  with 
two  estal)lished  jjecliati  ic  ians  in  .Southei  n Connec  ti- 
cut costal  town.  Eiberal  salary  first  yeai,  then  pait- 
neiship. 

PHTSICdAN— with  background  in  internal  medi- 
cine and/or  pediatrics  who  is  interested  in  a group 
practice  in  a rural  town  in  ■Southern  Connecticut. 
Hospital  services  available  at  several  area  hospitals. 

INIERNI.se — Bciard  certified  or  eligible,  military 
obligations  completed.  Ehree  year  partnership 
offered  in  a Southern  Cionnecticut  town. 

^'•Ih^lor  association  with  another  physician  in  a 
well-established  jnactice  in  a growing  industrial 
city  in  Southern  Connecticut.  Partnership  possible 
after  one  year. 

OCX.UPAl  lONAE  PHYSICIAN—  to  associate 
with  2 other  physicians  and  a staff  of  9 nurses,  2 
safety  engiueers,  I x-ray  laboratory  technician,  part- 
time  optician  and  a clerical  staff  in  a modern,  fidly 
ecpiipped  Occupational  Medical  Department  in 
Central  Camnecticut.  Duties  of  Occupational  Physi- 
cian involve  a program  of  prevention  and  treat- 
ment of  occupational  injuries,  illnesses  and  a con- 
tinuous program  of  employee  health  evaluation, 
beginning  with  job  jireplacement  examination. 
Emjihasis  placed  on  medical  evaluation  of  the  em- 
ployee with  particular  reference  to  physical  de- 
mands and  environmetital  exposures  of  his  indi- 
vidual job,  and  participation  in  employee  health 
counselitig,  periodic  examination  programs  and 
evaluation  of  environmetital  exposure  factors  for 
employee  health  and  safety. 

A program  of  indoctrination  will  be  conducted 
for  the  new  physician.  \V''ork  schedule  consists  of 
5 days  a week  and  no  obligation  to  be  on  call  nights 
or  weekends.  Outside  practice  permitted  if  it  does 
tiot  interfere  with  regular  duties,  and  he  will  enjoy 
tin  e.xcellent  rehitionship  with  local  practitioners, 
consultants  and  hospitals  in  the  Hartford-.Spring- 
fielcl  areas.  .Salary  commensurate  with  individual’s 
experience.  Write  or  call:  623-l()21,  Dr.  Lawrence 
Coleman,  Hamilton  Standard,  Bradley  Field  Road, 
Windsor  Locks,  Connecticut  0(i09(i. 

MEDKkAL  DIRECEOR— a leading  industrial 
film  needs  :i  top  m;ui.  Board  cjualified  in  internal 
medicine  or  occupational  health.  Will  deal  with 
various  industrial  health  problems  and  supervise 
a staff.  Responsible  lor  planning  and  implementing 
new  programs.  Most  likely  will  have  clinical  or 
Industrial  exjjerience.  Ehis  man  may  come  from  a 
university,  hospital  re,search  group,  private  practice 
or  goverument  projects.  Headejuarters,  New  Eng- 
latul,  'Eop  company  and  conditions.  Salary  to 
$35,000.  (iontact:  Richard  P.  Rita  Personnel,  993 
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Farmington  Avenue,  \Vest  Hartford,  263-3249,  with 
liesume. 

j FULL  4 IiME  Health  Director  needed  lor  brand 
new  regional  health  district  in  picturesque  Connec- 
ticut. Handy  to  fine  schools,  colleges,  Berkshire 
mountains,  salt  water,  skiing,  golfing,  music  centers, 
etc.  Salary  $18,500  per  annum.  Apply  to  Fowler 
White,  Af.D.,  Acting  Director;  Torrington  Region- 
al Health  District,  59  Field  Street,  Torrington, 
Connecticut  06790  or  phone  203-482-4441. 

MEDICAL  DIRECTOR  - Full  time  Medical 
Director  for  the  Child  Guidance  Clinic  for  Central 
Connecticut,  Inc.  Board  certification  is  not  re- 
quired. Experience  with  child  psychiatry  preferred. 
Regular  hours.  Qualified  staff.  Progressive  mental 
health  community.  Salary  $18,000-$25,000,  with  ex- 
icellent  fringe  benefits.  Contact  Mrs.  B.  H.  Hunt, 
Personnel  Chairman,  Child  Guidance  Clinic  for 
Central  Connecticut,  Iiic.,  116  lancoln  Street,  Meri- 
den, Conn.  06450. 

ANA’ONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL 
MANAGER’S  OFFICE,  160  ST.  RONAN  ST., 
NEW  HAVEN,  CONNECLICUl'  06511. 


CLASSIFIED  ADVERTISING 

$9.00  for  2r)  words  or  less; 

$13.00  for  50  words;  20^  for  each  additional  word. 

50^  extra  if  keyed  through  CONNECTICUT  MEDICINE 

PAYABLE  IN  ADVANCE 

Closing  Date  for  copy:  10th  of  month  PRECEDING 
date  of  issue. 


ELDERLY  PSYCHIATRIST,  preparing  to  retire,  has  attrac- 
tive ollicc  space  available.  E.xcellent  location  on  East  side  of 
Bridgepoit.  Call  Bridgeport  334-2755  or  write  D.P.G.,  c/o 
Connecticut  Medicine. 


.W.AILABLE  SEPTEMBER  1st— attractively  panelled,  car- 
peted office  in  professional  building  in  Fairfield.  650  square 
feet,  suitable  for  any  specialty.  Telephone  255-2345  (2-4  P.M.) 


LOR  RENT-Fairlield,  Connecticut.  Available  doctor's  office 
for  internist  or  other  specialties.  Modern  building,  attractive 
setting,  in  center  of  town,  completely  equipped,  air-con- 
ditioned, ample  parking.  Write  A. A.,  c/o  Connecticut  Medi- 
cine, 160  St.  Ronan  Street,  New  Haven,  Connecticut,  06511. 


1967  Meetings 

September  27— I75th  Semi-annual  meetitig  of 
the  Hartford  County  Medical  Association  will  be 
held  at  the  Hartford-Hilton  Hotel,  Hartford.  Busi- 
ness meeting  starting  at  5 P.M.  and  ditiner  at  ap- 
proximately 7 p.m. 

October  26— Semi-Annual  meeting  of  the  New 
Haven  Coitnty  Medical  Association  to  he  held  at 
Waverly  Inn,  Cheshire,  Conn.,  beginning  at  3:30 

p.m. 

1968  Meetings 

April  30,  May  1-2— 176th  Annaul  Meeting  of  the 
Connecticut  Medical  Society  to  be  held  at  the  Hart- 
ford-Hilton Hotel,  Hartford,  Connecticut. 


/t’s  your  professional  privilege 
to  replenish  your  ranks . , . 

Give  to 

medical  education 
through  AMA-BRF 

American  Medical  Association 
Education  and  Research  Foundation 

535  N.  Dearborn  St.,  Chicago  10,  Illinois 


Now  Available 

Copies  of  the 

Connecticut  State  Medical  Society 

1967  ROSTER 

$5.00*  a copy 

*plus  3p2%  sales  tax  for  Connecticut  delivery  (,|5.18). 


Order  Form 

To:  Connecticut  Medicine 
160  St.  Ronan  Street 
New  Haven,  Connecticut,  0651  1 

Enclosed  is:  $ 

Send  to:  Name 

Address 
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Ophthalmologist  Outlines  Technique 

When  a cataract  began  to  form  in  the  eye  of  a 
()7-year-old  woman,  she  blamed  its  formation  on  a 
drug  which  she  had  taken  and  discontinued  several 
years  previously. 

.\1  though  the  drug  is  known  to  be  associated  with 
cataract  formation  on  occasion,  a Northwestern 
Lbiiversity  ophthalmologist  was  able  to  prove  that 
in  this  instance  it  was  innocent. 

Using  the  techniques  of  a new  ophthahnological 
hekl  of  study  which  he  calls  phakctchronology,  John 
Cf.  Bellows,  M.D.,  Ph.U.,  found  that  the  cataract  had 
started  to  form  about  two  years  after  the  drug  was 
discontinued. 

Appearing  here  at  the  scientific  session  of  the 
.\merican  Medical  Association’s  1 16th  Annual  Con- 
vention, Ur.  Bellows  described  his  work  with  this 
and  other  cases. 

Phakochronology  is  the  science  of  determining 
the  age  of  disturbances  that  leave  permanent  im- 
prints on  the  crystalline  lens  of  the  eye. 

The  crystalline  lens  of  the  eye  is  the  only  part 
of  the  body  that  can  be  studied  as  a botanist  studies 
a tree’s  annular  rings,  explained  Dr.  Bellows,  North- 
western University  .School  of  Medicine,  Chicago. 

Accurate  dating  of  alterations  in  the  lens,  he  said, 
can  assist  the  ophthalmologist  in  determining 
whether  the  changes  are  recent  and  progressive  or 
older  and  relatively  inactive.  Age  determinations 
may  also  have  medico-legal  implications  as  in  the 
case  of  the  woman  who  thought  a drug  had  caused 
a cataract. 

He  noted  that  ophthalmologists  make  such  deter- 
minations now  in  lens  examinations,  but  more  or 
less  roughly  and  by  ride  of  thumb.  He  urged  more 
study  and  the  refining  of  techniques  for  more  ac- 
curate measurements. 

Phakochronology  (derived  from  the  Greek  phokos 
—lens,  and  chronos— time)  is  actually  a study  of  the 
lens  as  a recording  chronometer. 

The  crystalline  lens  forms  before  birth  and  con- 
tinues to  grow  as  long  as  the  body  lives.  During 
intra-uterine  life  the  lens  may  be  damaged  by  in- 
lectious,  toxic,  metabolic  and  endocrine  diseases  in 
the  mother.  After  birth,  damage  may  be  caused  by 
local  or  systemic  infections,  prisons,  injuries,  meta- 
bolic disturbances,  sunlight,  and  ionizing  radiation. 

ft  is  the  growth  pattern  of  the  lens  which  marks 
its  singularity  as  a tissue. 

As  it  grows,  the  lens  incorporates  its  old  cells 
rather  than  casting  them  off.  Each  newly-formed 
lens  fiber  compresses  the  lens  fiber  underlying  it; 
when  enough  fibers  are  compressed,  they  form  a 
layer  which,  by  its  index  of  refraction,  is  dis- 
tinguished from  preceding  and  succeeding  layers. 


Tandearil* 

oxyphenbutazone 

Tandearil  in  Painful  Shoulder 

Therapeutic  Effects:  Stiffness  and  pain  may  diminish 
within  2 days,  and  full  mobility  may  be  restored 
within  a week.  These  effects  are  obtained  with 
oxyphenbutazone  alone  or  combined  with  physio- 
therapy or  local  hormonal  injections.  The  drug  is 
usually  well  tolerated  and  does  not  affect  pituitary- 
adrenal  function  or  immune  response. 

Contraindications:  Edema;  danger  of  cardiac  decom- 
pensation; history  or  symptoms  of  peptic  ulcer; 
renal,  hepatic  or  cardiac  damage;  history  of  drug 
allergy;  history  of  blood  dyscrasia.  The  drug  should 
not  be  given  when  the  patient  is  senile  or  when  other 
potent  drugs  are  given  concurrently. 

Warning:  If  coumarin-type  anticoagulants  are  given 
simultaneously,  watch  for  excessive  increase  in 
prothrombin  time.  Pyrazole  compounds  may  poten- 
tiate the  pharmacologic  action  of  sulfonylurea, 
sulfonamide-type  agents  and  insulin.  Carefully 
observe  patients  receiving  such  therapy.  Use  with 
great  caution  in  the  first  trimester  of  pregnancy. 

Precautions:  Obtain  a detailed  history  and  a com- 
plete physical  and  laboratory  examination,  includ- 
ing a blood  count.  The  patient  should  be  closely 
supervised  and  should  be  warned  to  report  immedi- 
ately fever,  sore  throat,  or  mouth  lesions  (symptoms 
of  blood  dyscrasia);  sudden  weight  gain  (water  re- 
tention); skin  reactions;  black  or  tarry  stools  or 
other  evidence  of  intestinal  hemorrhage.  Make  regu- 
lar blood  counts.  Discontinue  the  drug  and  institute 
countermeasures  if  the  white  count  changes  signifi- 
cantly, granulocytes  decrease,  or  immature  forms 
appear.  Use  greater  care  in  the  elderly  and  in 
hypertensives. 

Adverse  Reactions:  The  most  common  are  nausea, 
edema  and  drug  rash.  The  drug  has  been  associated 
with  peptic  ulcer  and  may  reactivate  a latent  peptic 
ulcer.  Infrequently,  agranulocytosis,  or  a general- 
ized allergic  reaction  may  occur  and  require  with- 
drawal of  medication.  Stomatitis,  salivary  gland  en- 
largement, vomiting,  vertigo  and  languor  may  occur. 
Leukemia  and  leukemoid  reactions  have  been  re- 
ported but  cannot  definitely  be  attributed  to  the 
drug.  Thrombocytopenic  purpura  and  aplastic 
anemia  may  occur.  Confusional  states,  agitation, 
headache,  blurred  vision,  optic  neuritis  and  tran- 
sient hearing  loss  have  been  reported,  as  have 
hyperglycemia,  hepatitis,  jaundice,  and  several 
cases  of  anuria  and  hematuria.  With  long-term  use, 
reversible  thyroid  hyperplasia  may  occur  infre- 
quently. Moderate  lowering  of  the  red  cell  count  due 
to  hemodilution  may  occur. 

Dosage  in  Painfui  Shoufder:  600  mg.  daily  in  divided 
doses  for  2 to  3 days;  300  mg.  daily  thereafter.  Usual 
duration  of  therapy:  2 to  7 days. 

Availability:  Tablets  of  100  mg.  6562-VI(B)R 

For  complete  details,  please  refer  to  full  prescribing 
information. 


Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation 

Ardsley,  New  York 
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THE  PRE-SIGNING  OF  PRESCRIPTION  BLANKS 


Practice  Ruled  to  be  ''Unprofessional  Conduct" 

In  recent  months  concerned  agencies  of  the  State  have  investigated  several 
instances  in  which  pharmacists  had  possession  of  pads  of  prescription  blanks  pre- 
signed by  physicians  which  had  been  furnished  to  them  by  the  physicians  whose 
names  appeared  on  the  blanks.  Representations  were  made,  both  by  the  pharma- 
cists and  the  physicians,  that  this  arrangement  offered  several  conveniences: 
(a)  That  after-hours  telephone  prescribing  by  the  physician  was  expedited,  for 
narcotics  as  well  as  for  non-narcotics,  and  often  was  an  accommodation  to 
patients,  and  (b)  that  time  was  saved  for  the  physician  in  instances  where 
duplicate  prescription  forms  were  required  (such  as  for  w^elfare  cases). 

These  situations  came  to  the  attention  of  the  authorities  as  a consequence  of 
the  use  of  the  pre-signed  blanks  by  several  pharmacists  to  cover  telephoned  orders 
for  dispensing  Class  A narcotics  received  from  physicians,  a practice  rided  to 
be  contrary  to  regulations.  However,  the  Joint  Conference  Committee  of  the 
Society  with  the  Connecticut  Pharmaceutical  Association  has  reported  the 
opinion  to  the  Council  that  the  practice  is  equally  unprofessional  when  non- 
narcotic drugs  and/or  expediency  are  involved. 

On  June  15,  1967,  the  Council  approved  this  report  of  the  Conference 
Committee  and  ruled  that  the  practice  of  furnishing  pre-signed  prescription 
blanks  to  pharmacists  for  any  purpose  constitutes  “unprofessional  conduct’’  on 
the  part  of  physicians  and  is  one  to  be  avoided  at  all  times. 

In  response  to  an  inquiry  as  to  whether  such  practice  may  also  be  “illegal,” 
State  Health  Commissioner  Franklin  M.  Foote  has  stated:  It  (the  practice) 
would  provide  the  opportunity  for  serious  problems,  as  is  evidenced  by  reports 
coming  in  from  several  of  our  investigators.  These  reports  disclose  the  fact  that, 
in  some  instances,  pads  of  such  prescriptions  have  been  found  readily  available 
to  persons  other  than  the  pharmacists.  Because  this  practice  is  potentially  so 
fraught  with  danger,  we  feel  it  to  be  most  improper  and  might  subject  any 
physician  engaging  in  it  to  being  called  before  the  Connecticut  Medical 
Examining  Board  to  determine  whether  his  license  should  be  suspended  on 
charges  of  “unprofessional  conduct.” 


A WORD  TO  THE  WISE  SHOULD  BE  SUFFICIENT. 


WOMAN’S  AUXILIARY 


Prcsidenl-Elect 

Mrs.  Claiciice  Harwood,  Middletown 

First  J’ice-Presidenl 
.Mrs.  .Amciiio  I.ongo,  Portland 

Srco}id  I'ice-Pi  esident 
.Mrs.  F.dward  P.  .\llen,  Orange 


President 

.Mrs.  .\ntlionv  P.  Cipriano,  Hamden 


Recording  Secretary 
Mrs.  Nicholas  Creatnro,  Trumlnill 

Corresfiondittg  Secretary 
Mrs.  Jactjues  H.  Green,  Noith  Haven 

Treasurer 

Mrs.  James  Jones,  Danielson 


ROUND-UP  REPORT  OF 
THE  44TH  ANNUAL  CONVENTION 
OF  THE  WOMAN'S  AUXILIARY  TO  THE  AMA 

JUNE  18-22^  1967 
CHICAGO,  ILLINOIS 


.\  visit  Iroiii  iwo  \'ietnainesc  sUuleiits,  a talk  by 
a Doled  ijropoiiciil  ol  sex  education  and  a “Little 
W’orkshoj/’  lor  stttle  presidents  and  president.s-elect 
were  ontsanding'  leatures  ol  the  44th  annital  con- 
vention ot  the  W'oman’s  Aitxiliary  to  the  .Xniericati 
.Medical  Association,  d he  meeting,  held  at  .\tlantic 
City’s  .Shelbitrne  Hotel,  [une  18-22,  attracted  a regis- 
tralion  ol  1,052  physicians’  wives. 

,\iixiliary  President  Mrs.  Asher  \’aguda  presidetl 
over  the  sessions,  d he  \hetnamese  students,  both 
mothers  ol  three-year-old  daughters,  visited  the  con- 
vention on  Monday  and  were  available  to  meet 
their  auxiliaiy  sponsors.  The  Iwo  young  women 
weie  “adopted”  l>y  the  auxiliary  lor  their  shorl- 
leini,  speciali/ed  medical  iraiinng  at  the  CFCorge- 
town  University  .School  ol  Medicine  in  W'ashing- 
ton,  D.C.  Part  ol  their  living  exj^enses  lor  their 
three-month  tiaining,  is  being  paid  lor  by  auxiliary 
sponsors. 

Dr.  Mary  S.  Calderone,  director  ol  the  Sex  In- 
lormalion  and  Education  Council  oi  the  United 
States,  spoke  during  the  I’uesday  morning  session 
on  “Sex  Education:  Coals  and  Means.”  Other 
speakers  included  .Vnne  R.  Somers,  research  as.so- 
ciale,  industrial  lelalions  section,  Princeton  Lhii- 
versily:  and  Charles  L.  Hudson,  M.D.,  HKif)-!)? 
.\.M.\  ]nesiclent.  who  spoke  on  “1  he  Women— Bless 
’Em”  during  the  annual  luncheon  honoring  aiix- 
iliaiy  past  |)residents  and  .\M.\  olficers,  trustees  and 
their  wives. 

.\  highlight  ol  the  cc^nvention  was  the  “Little 
W’orkshop,”  a two-way  discirssion  led  by  national 
committee  chairmen  on  auxiliary  programs. 

I he  auxiliary’s  annual  contribution  to  the  AM.\ 
Education  and  Research  Eounclation— this  year 
amounting  to  ,|.484,()49.48— was  jiresented  during 


the  convention.  Six  state  auxiliaries  receiving 
awards  of  merit  for  raising  the  largest  amounts  in 
their  membership  categories  were  Wyoming,  Mary- 
land, 4Vest  Virginia,  Tennessee,  Indiana  and  Cali- 
fornia. 

Miss  .Margaret  Wolfe,  executive  secretary  of  the 
auxiliary,  was  made  an  honorary  member  of  the  or- 
gani/alion  in  recognition  of  25  years  of  .service  in 
her  position. 

Other  convention  highlights  were  the  presenta- 
tion of  the  Health  Mobilization  Award  to  the 
Robeson  County,  N.C.,  auxiliary  for  its  work  in 
training  citizens  in  medical  self-help;  and  a Sunday 
evening  reception  honoring  Mrs.  \’agucla  and  Mrs. 
Karl  E.  Ritter,  president-elect. 

.Mrs.  Ritter  presented  her  inagural  addre.ss  on 
4Veclnesclay,  fune  21,  following  her  installation  as 
president.  Present  for  the  occasion  were  Dr.  Milford 
().  Rouse,  newly  installed  .AM.A  president,  and  Mrs. 
Rouse. 

Other  ofiicers  installed  were  .Mrs.  C.  C.  Long,  Oz- 
ark, .\rk.,  president-elect;  .Mrs.  Howard  Lil jestrand, 
Honohdu,  Hawaii,  first  vice  president;  Mrs.  Robert 
E.  Berkley,  Lock  Haven,  Penn.  Eastern  regional 
vice  jnesident;  Mrs.  John  I).  Dickie,  Toledo,  Ohio, 
.\orth  Central  vice  president;  Mrs.  R.  C.  L.  Robert- 
son, Houston,  Tex.,  Southern  regional  vice  presi- 
dent; Mrs.  Clare  W.  Johnson,  Phoenix,  .\rizona, 
W’estern  regional  vice  president;  Mrs.  Erie  E.  4Vil- 
kinson,  Nashville,  I enn.,  constitutional  secretary; 
.Mrs.  E.  R.  \V’.  Eox,  Coeur  d’.Mene,  Idaho,  treasurer; 
and  directors,  Mrs.  George  \\’.  Gasser,  Logan,  Utah; 
Mrs.  J.  Murray  Kinsman,  Louisville,  Ky.;  Mrs.  Jost 
J.  Michelsen,  Boston.  Mass.;  .Mrs.  Paul  E.  Rauschen- 
bach,  Paterson,  N.J.;  Mrs.  Willard  C.  Scrivner, 
East  St.  Louis,  III.,  and  Mrs.  Herbert  J.  Ulrich, 
Bulfalo,  N.Y. 
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IN  EMPHYSEMA 


EASY-TO-TAKE’ 

AMINOPHYLLINE 


Precautions:  Use  with  caution 
in  patients  with  poor  renal  function 
as  a decreased  rate  of  excretion 
may  lead  to  accumulation  and 
untoward  reactions.  Gastric 
irritation  may  occasionally  be 
observed  In  certain  patients 
sensitive  to  oral  aminophylline. 

Dosage:  Adults,  1 to  2 
Aminophylline  Dura-Tabs 
each  8 or  12  hours,  with  food. 


RARELY  UPSET  THE  STOMACH 

Oral  aminophylline  needn’t  disturb  the  stomach-nor  a 
good  night’s  sleep.  Patients  breathe  easier  all  day,  sleep 
better  all  night,  as  each  Aminophylline  Dura-Tab  dose 
provides  effective  therapeutic  activity  for  up  to  12  hours. 
And  unlike  conventional  tablets,  AMINOPHYLLINE 
DURA-TABS  seldom  cause  gastric  distress.  The  special 
Dura-Tab  process  allovys  the  gradual  absorption  of  the 
medication  from  the  intestinal  tract  with  only  a small  frac- 
tion of  the  dose  released  in  the  stomach. 


WYNN  Pharmaceuticals,  Inc.  Phila. , Pa.  19132  • Manufacturers  of  QUINAGLUTE  ® DURA-TABS® 

(QUINIDINE  GLUCONATE  5 gr.) 


Serving  their  second  year  as  directors  aie  Mrs. 
riiomas  Anton,  Mrs.  Norman  H.  Ciardner,  Mrs. 
■Amos  N.  Johnson,  Mrs.  Burton  E.  Kintner,  Mrs. 
\V.  A.  Merritt  and  Mrs.  Cilenn  1'.  Scott. 

.Additional  convention  leatures  were: 

• I he  Monday  Ciuest  Day  Luncheon  lor  repre- 
sentatives ot  national  women’s  organizations. 

• The  Monday  Family  Night  lor  auxiliary  and 
.AM. A members,  guests,  children  ;uid  teenagers. 

• Reports  from  state  auxiliary  presidents. 

• .A  political  action  discussion  by  Miss  Evelyn 
Dubrow,  legislative  representative,  International 
Ladies’  Garment  Workers’  Ibiion  and  Miss  Lee  .Ann 
Elliott,  assistant  director,  .AMP.AG. 

• .A  round-up  report  on  the  .A.M.A  House  of  Dele- 
gates activities  by  Ernest  B.  Howard,  M.D.,  .AM.A 
a,ssisiant  executive  vice  president. 

• A report  of  the  .AM.A’s  activities  in  home- 
centered  health  care  by  Roy  F.  Perkins,  M.D.,  direc- 
tor, .AM.A  Department  of  Health  Gate  Services. 


Special  Notice 


BOOKS  RECEIVED 


Books  received  for  revietv  are  acknowledged  in  this 
department  and  such  acknowledgement  must  be  re- 
garded as  a sufficient  return  for  the  courtesy  of  the 
sender.  Selection  will  he  made  for  review  in  the 
interests  of  our  readers  and  as  space  permits. 


Synol)sis  of  Pediatrics.  Second  F.dition.  Edited  |,y  James  G. 
Hughes.  15. A.,  M.l).  The  C.  \'.  Ntoshy  Company,  .Saint  Loni.s, 
19()7.  I()<)<)  pp.  with  86  ilhistiations,  SI0.85. 


A Textbook  for  Medical  A.ssistanrs.  Edited  l)y  V[.  Mttnay 
Eawton,  M.l).  and  Donald  E.  Eoy,  15. S.,  M.S.  I lie  C. 
Moshy  Company,  .Saint  Eotiis,  1967.  465  pp.  .U8.H5. 


It  All  Started  teitlt  Hippocrates.  Edited  hy  Richard  .Armour 
with  illustrations  hy  Campbell  (ham.  .McCraw-Hill  Book 
Company.  Xew'  York.  Eoronto,  London  and  Sydnev,  1967. 
136  p[).  .f3.95. 


CARDIAC  SYMPOSIUM 

Sponsored  by  the  Northwest  Chapter  of  the 
Connecticut  Heart  Association 


l.ectures  to  Helalives  of  Former  Patients.  Edited  hy  .Ahraham 
A.  Low,  .M  l).,  Eounder  of  Recovery,  Inc.  I'he  Christopher 
Publishing  House,  Boston,  l'.S..A.,  1967.  229  pp.  §5.00. 


and  the 

Graduate  Education  Department  of  St.  Mary's  Hospital 
Waterbury 
October  12,  1967 

lo  be  hehl  at  St.  .Mary’s  Hospital.  5\’aterburv,  Conneclicut 
at  the  Nurses'  .Auditorium 


9:3010:00 

10:00-10:45 


10:45-11:30 


11:30-12:15 


12:30 


PROGRAM 
Official  Registration 

".Management  and  Evaluation  of  Coronary  Care 
Units”  by  Dr.  A’ictor  Keylotm,  St,  A’incent's 
Hospital,  New  A'ork  City. 

I reatment  of  .Shock  and  Other  Coni|>lica- 
tions  in  .Acute  Myocardial  Infarction  " by  Dr. 
Leslie  Kuhn,  Associate  Clinical  Professor,  the 
Mount  Sinai  Hospital  School  of  Medicine;  ,\sso- 
ciatc  Editor  of  the  American  Journal  of  Cardi- 
ology. 

"Cour.se  and  Medical  .Management  of  Coronary 
Heart  Disease  ” bv  Dr.  Harry  Jaffe. 

LUNCH 


1:30-  2:30  'Surgical  Erealment  of  Coronary  Heart  Disease” 
bv  Dr.  W illiam  H.  .Sewell,  Jr.,  Chief  of  Cardiac 
Stirgery,  Cuthrie  Clinic,  Sayre,  Pennsylvania 
and  author  of  "Surgery  for  .Acquired  Coronarv 
Disease.” 

2:30-  3:30  Panel  Disctission  of  Problems  in  Coronary  Heart 
Disease  ((Questions  solicited  from  the  floor) 
Harry  Jalle,  M.D.,  A'ictor  Keyloun,  M.D.,  Leslie 
Kuhn,  M.D.,  William  H.  .Sewell,  Jr.,  M.l). 

■A  tour  of  our  Coronary  Care  Ibiit  at  St.  Mary’s  Ho.spital 
will  be  the  end  point  of  the  program. 


New  Drugs.  1967  Edition.  Evahiated  by  A.M..A.  Council  On 
Drugs,  .\merican  Medical  .Association,  Cbicago,  19ti7.  590  pp. 
Clinical  Judgment.  Edited  by  .Alvan  R.  Eeinstein,  M.D.  The 
W illiams  S:  Wilkins  Company,  Baltimore,  1967,  414  pp.  §9.50. 


Pathologic  Physiology— Mechanisms  of  Disea.se.  Eourth  Edi- 
tion. Edited  by  AVilliam  .A.  .Sodeman,  M.D.,  Sc.D.,  F..A.C.P. 
and  William  A.  .Sodeman.  Jr.,  M.D.  W.  B.  .Saunders  Company, 
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OBITUARY 


In  Memoriam 


Timothy  F.  Brewer,  M.D. 
1901-1967 

Dr.  Timothy  Brewer  died  at  his  home  in  West 
Hartford,  Connecticut  on  May  31,  1967  after  a long 
disabling  illness. 

Born  in  Norwich,  Connecticut  he  graduated  from 
Norwich  Free  Academy,  obtained  his  A.B.  degree 
from  Yale  College  and  in  1926  his  M.D.  degree 
from  Yale  Medical  School. 

After  his  internship  at  New  York  Hospital,  New 
York  City  and  residency  at  St.  Francis  Hospital, 
Hartford,  Connecticut,  he  had  special  training  in 
Cardiology  under  Dr.  Samuel  Levine  at  the  Peter 
Bent-Brigham  Hospital,  Boston,  Massachusetts. 

After  completing  this  post  graduate  special  train- 
ing he  was  appointed  to  the  medical  staff  at  St. 
Francis  Hospital,  Hartford,  Connecticut.  Sometime 
later  he  was  also  appointed  to  the  medical  staff  at 
McCook  Memorial  Hospital,  Hartford,  Connecti- 
cut. In  these  institutions  he  applied  his  great  talents 
with  ceaseless  dedication,  much  to  the  admiration 
of  his  colleagues  and  patients. 

In  October  1940  he  served  as  Examining  Physi- 
cian in  the  Selective  Service  System  while  carrying 
on  his  private  practice  and  hospital  duties  until  the 
local  needs  were  less  pressing;  Then  he  volunteered 
for  active  duty  in  the  Medical  Corps  of  the  U.S. 
Navy  in  response  to  the  urgent  need  for  medical 
officers.  He  entered  the  Navy  and  served  as  a Lt. 
Commander  in  California  and  the  Pacific  until  re- 
leased from  active  duty  in  October  1946. 

“Well  Done”  connotes  the  performance  of  his 
medical  duties  in  civil  life  as  it  did  in  the  Navy.  He 
returned  to  Hartford,  Connecticut  and  resumed 
practice  with  the  same  enthusiasm  as  previously 
demonstrated  until  he  developed  a disabling  illness 
which  ulitmately  compelled  retirement.  He  lived 
happily  at  home  and  enjoyed  the  company  of  his 
grandchildren. 

He  is  survived  by  his  wife,  Catherine  Sullivan 
Brewer,  a son.  Dr.  Timothy  Brewer  III,  five  grand- 
children. 

Dr.  Brewer  was  a member  of  the  Hartford  Medi- 
cal Society,  the  Hartford  County  Medical  Associa- 
tion, the  Connecticut  State  Medical  Society  and  the 
A.M.A.  He  was  a Fellow  of  the  American  College 
of  Physicians. 

Arthur  B.  Landry  Sr.,  m.u. 

Volume  31,  No.  8 


Douglass,  Wallace  C.-St.  Petersburg,  Florida; 
Long  Island  College  Hospital,  1908.  Dr.  Douglass 
was  an  allergy  specialist  for  many  years.  He  was  a 
member  of  the  Connecticut  State  Medical  Society 
and  the  American  Medical  Association.  He  was  an 
Associate  Fellow  of  the  American  College  of  Al- 
lergists. Dr.  Douglass  died  December  17,  1966,  at 
the  age  of  83. 

Pennington,  Harry  F. — Meriden;  Harvard  School 
of  Medicine,  1927.  A specialist  in  obstetrics  and 
gynecology.  Dr.  Pennington  was  senior  staff  attend- 
ing physician  at  Meriden  Hospital,  wheie  he  also 
served  as  head  of  the  Obstetrical  Department  in 
the  past.  He  was  chief  obstetrics  for  many  years  at 
the  Veteran’s  Memorial  Hospital,  Meriden.  He 
was  a member  of  the  New  Haven  County  Medical 
Association,  the  Connecticut  State  Medical  Society, 
and  the  American  Medical  Association.  Dr.  Penning- 
ton was  a diplomat  of  the  American  Board  of  Ob- 
stetrics and  Gynecologists.  He  served  as  a member 
of  the  Meriden  Board  of  Health  from  1938  to  1940. 
He  was  a long-standing  member  of  the  U.S.  Power 
Stpiadron,  the  largest  boating  organization  m the 
world.  Dr.  Pennington  died  July  4,  at  the  age  of  65. 


Doctor  s Office 


Charles  A Gundersen,  M.D.,  announces  the  open- 
ing of  an  office  for  the  practice  of  medicine  at  2900 
Main  Street,  Glastonbury. 

Brian  C.  Hennessey,  M.D.,  announces  the  open- 
ing of  an  office  for  the  practice  of  obstetrics  and 
gynecology  at  88  Goodwin  Street,  Bristol. 

David  B.  Hickox,  M.D.,  announces  his  associa- 
tion with  Andrew  F.  Turano,  M.D.  in  the  practice 
of  pediatrics  at  33  Pleasant  Street,  Middletown. 

William  A.  Hoffman,  M.D.,  announces  his  asso- 
ciation with  Edwin  Hankin,  M.D.  for  the  practice 
of  internal  medicine  and  gastroenterology  at  1 /OO 
Post  Road,  Eairfield. 

Enricpie  Izurieta,  M.D.,  announces  the  opening  of 
an  office  for  the  practice  of  internaf  medicine  at 
88  f Lafayette  Street,  Bridgeport. 

G.  P.  Noef  McCarthy,  M.D.,  announces  the  open- 
ing of  an  office  for  the  practice  of  obstetrics  and 
gynecology  at  75  Washington  Avenue,  North  Haven. 

Willard  [.  Morse,  Jr.,  M.D.  in  association  with 
Willard  |.  Morse,  M.D.,  announces  the  removal 
of  their  office  from  32  Channing  Street  to  290 
Pequot  Avenue,  New  London. 
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NEW  BOOKS  IN  REVIEW 


.1  PRIMER  OF  ELECTROCARDIOER  iPm  by  Georne 

E.  Burch,  M.D.,  F.A.C.P.,  tiiitl  Travis  iiisor,  M.D.. 

F. AAj.P.  Lea  & Fehiger,  Philailelphiti,  1966,  Fifth 

etliliau,  304  [>/>.,  286  illustratiims.  $6.30. 

Reviewed  by:  LOlilS  11.  N.Vlll'M 

Ibis  ,5th  edition  follows  the  Ith  at  an  interval  of  six 
years.  I he  authors  state  that  there  have  beeti  no  great  thanges 
in  the  eoneepts  ot  the  electrocardiograni  within  the  last  six 
years.  I his  is  true  but  there  have  been  fundamental  changes 
in  the  last  twenty  years  which  have  yet  to  find  theii  way 
into  this  primer.  Maiidy  they  htive  evolved  from  applying 
expet  imetital  tethnitpies  such  as  stimulating  various  areas, 
heating  and  cooling  and  injury  to  various  areas  and  then 
following  the  changes  as  they  appear  in  the  dillerent  leads. 
■Siuh  studies  have  shown  that  the  heait  cannot  be  treated  as 
a single  cell,  but  is  in  fact  a very  complicated  source  of 
(111  rent  with  ninth  cancellation  of  potentials  from  the  endo- 
taidial  and  intramyocardial  layers  leaving  these  areas  rela- 
livelv  silent.  I he  major  source  of  ])olenlials  that  make  up 
the  stiilate  field  setm  to  be  dci  ived  fioni  the  outer  tliiid 
of  the  myocartlial  shell. 

.\nolher  important  development  is  the  plotting  of  the 
surlace  lieltl  funtlion  which  has  revealed  the  heait  as  a 
highiv  complex  .source  of  current  rather  than  the  stylized 
dipole  which  formei  Iv  dominated  the  concejits  ol  electro 
( ai diography.  1 he  held  function  studies  have  dislodged  the 
concept  of  an  electiical  axis  and  have  in  fact  made  giound 
less  the  assumptions  upon  which  vec lot carcliogiaphv  was 
based.  In  this  sense  the  ten  pages  devoted  to  vectorcardiog- 
raphy are  more  than  sullicient  since  this  reviewer  agrees  that 
this  subject  has  not  developed  to  a point  suflicient  to  justify 
its  use  by  the  clinician. 

.\s  a result  ol  these  new  dev eloimienis  an  allempi  to 
explain  the  electrocardiogram  as  a consecpience  of  a dipole 
moving  from  endocardinm  to  eiiicardium  is  brought  into 
serious  cpieslion.  The  three  stages  in  healing  of  an  infarct, 
in  ligtire  177,  page  173,  does  not  mention  the  hvperacnle 
phase.  ,\  meaningful  analysis  of  jirimaiy  and  secondary  T 
changes  in  bundle  branch  block  is  akso  missing.  Ihe  term 
■■strain  " which  is  a mechanical  not  an  electrical  concept  is 
used  when  what  is  iirohably  meant  is  hvpertrophv  and  paid 
elal  block.  Ihe  ventricular  gradient  is  given  fourteen 
inecions  pages  although  its  usefulness  as  a diagnostic  tool 
has  declined  in  the  last  twenty  years  and  especially  since 
I’ipbeiger  and  his  as.sociates  have  shown  how  little  vtiltie  it 
really  has. 

A biief  reference  to  the  ECG  changes  following  exercise  in 
ischemic  heart  cli.sea.se  could  add  useful  information  to  the 
new  electrocardiographers.  1 here  are  however  valuable  nor- 
mal standards  by  age  up  to  twenty  years  and  jrerhaps  the 
next  edition  will  present  similar  values  for  over  age  thirty. 


because  highly  signilicant  changes  begin  to  occtn  after  this 
age. 

Ihe  illustrations  are  beatitiful  and  clear,  the  nomen 
clature,  tneasurements  and  the  main  types  of  ECf,  ahnor- 
malities  are  jiresented  in  a clear  and  understandable  man- 
nei . Ihe  l‘.(.(>  criteiia  listed  in  the  appetidix  pages  291  to 
295  are  useful  for  .systematization  of  inter])ietation.  liecause 
of  the.se  there  is  little  doubt  that  this  new  edition  as  the  I 
otheis  will  receive  wide  attention  and  will  be  received 
favorably  by  the  upcoming  generation  of  lec trocardiogra 
pheis,  as  luive  the  juevious  editions. 

PR!I\(APLES  OF  BIOMOLECIJLAR  ORGAISIZATIO-S. 

(Aha  Foundation  Syniftosiunt.  Edited  hr  G.  E.  W. 

Wolstenhohne.  O.B.E.,  M.A.,  F.R.G.P.,  F.I.  Biol,  and 

Maeve  O’Connor.  B.A.,  Little,  Brown  and  Comitany, 

Boston,  1966.  141  illustrations,  491  p/i.  $13.00. 

Reviewed  by:  I’ AUI.  M.  G.M.LOP 

Ibis  valuable  volume  records  the  record  of  an  inter- 
national symposium  dealing  with  problems  of  biomolecitlar 
organization.  1 he  high  caliber  of  the  jiapers  and  the  stimu- 
lating discussions  led  by  the  Chairman,  Dr.  Crick,  are 
essential  reading  for  all  tnolecular  biologists,  biologists  and 
biochemists.  Many  new  ideas  are  discussed  and  particular 
em]jliasis  is  |ilaced  on  the  emergetice  of  general  rules  which 
appear  to  govern  the  spontaneotis  organization  of  mote 
complex  biological  entities  fiom  simpler  macromolecules. 
Ihe  contiibutors  to  this  volume  represetit  some  of  the 
leadets  in  their  respective  areas  of  re.search. 

I he  rev  iewer  entlntsiastically  recommends  this  volume. 

E(,(,  IMPLAIST ATIOIS , (Aha  Foundation  .Study  Group 

No.  23.  hy  G.  E.  W . Wolstenhohne,  O.B.E.,  M.A., 

F.R.(,.P.,  f.l.  Biol,  and  Maeve  O’Connor,  B.A.,  Little. 

Brown  and  Company.  Boston,  1966.  23  illustrations, 

112  pp. 

Reviewed  by:  I.Ol'I.S  H.  N'.UIUM 

T his  book  is  dedicated  to  Professor  R.  Courrier  on  his 
70th  birthday.  The  ejuestions  asked  were  how  does  the  titerus 
know  that  the  blastocyte  is  where  it  is?  Does  the  sensitized 
uterus  attract  the  blastocyte  or  does  the  blastocyte  stimulate 
the  uteius  or  what  combination  cif  the*  wo  forces  lead  to 
succc.s.sful  implantation?  1 here  were  twenty-six  world  famous 
leaders  in  the  field  of  phy.siological  control  of  gestation  and 
reproductive  physiology,  some  presenting  papers  and  all 
participating  in  the  disc it.ssion.  All  in  all  a good  time  was 
had  by  all.  Pacts  relating  to  all  steps  in  the  process  of  im- 
plantation from  the  stage  of  fertilization,  through  the  i 
mechanism  of  implantatioti  when  the  implanted  egg  starts  on 
its  job  of  developing  into  a fetus,  were  freely  elaborated  and 
aiguecl. 
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Picture  of 
low  back  pain 


treated  with 
Parafon  Forte^iABLEis 

Paraflex®  (chlorzoxazone)*  250  mg. 

Tylenol®  (acetaminophen)  300  mg. 


*arafon  Forte  helps  to  relieve  pain, 

estore  mobility  . . . stop  pain-spasm  feedback 

lere  is  why.  Parafon  Forte  provides : 

nonsalicylate  analgesic  equal  to  aspirin  for  the  relief 
f pain,i'2  yet  unlikely  to  produce  the  irritation  to  the 
:astric  mucosa  so  often  associated  with  salicylate 
herapy® 

nd  a skeletal  muscle  relaxant  shown  to  have  up  to  a 
1-hour  span  of  action/'®  and  to  retain  effectiveness 
ven  on  continued  administration,®-'^  but  which  does  not 
lave  the  central  effects  of  tranquilizing  compounds. 
Prescribe  Parafon  Forte  for  lasting  spasmolysis 
and  analgesia  in  sprains,  strains,  myalgias,  low  back 
)ain,  bursitis  and  other  musculoskeletal  disorders, 
four  patients  will  appreciate  the  restored  comfort 
md  lasting  freedom  of  movement  it  usually  provides. 


Cautions  and  side  effects:  Use  with  caution  in  patients  with 
known  drug  sensitivity.  If  a hypersensitivity  reaction  or  symp- 
toms suggestive  of  liver  dysfunction  are  observed,  the  drug 
should  be  stopped.  Occasionally,  drowsiness,  dizziness,  light- 
headedness, malaise,  overstimulation  or  gastrointestinal  dis- 
turbances may  be  noted;  rarely  gastrointestinal  bleeding, 
allergic  skin  rashes,  petechiae,  ecchymoses,  angioneurotic 
edema  or  anaphylactic  reactions  may  have  been  drug  associ- 
ated. While  Paraflex  (chlorzoxazone)  has  been  suspected  as 
being  the  cause  of  hepatic  toxicity  in  approximately  eighteen 
patients,  it  was  not  possible  to  state  that  the  dysfunction  was 
or  was  not  drug  induced.  Dosage:  Two  tablets  q.i.d.  Supplied: 
Scored,  light  green  tablets,  imprinted  “McNEIL”— bottles  of  100. 

References : 1.  Batterman,  R.  C.,  and  Grossman,  A.  J.:  Fed.  Proc.  14:316, 
1955.  2.  Goodman,  L.  S.,  and  Gilman,  A.,  ed.:  The  Pharmacological  Basis  of 
Therapeutics,  ed.  3,  New  York,  The  Macmillan  Company,  1965,  p.  331.  3.  Roth, 
J.  L.  A.,  et  al.i  Gastroenterology  44:146,  1963.  4.  Conney,  A.  H.,  and  Burns, 
J.  J.:  J.  Pharmacol.  Exp.  Ther.  42«:340,  1960.  6.  Settel,  E.:  Clin.  Med.  6:1373, 

1959.  6.  Berman,  H.  H.,  et  al.:  Dis.  Nerv. 
Syst.  25:430,  1964.  7.  Darienzo,  C.:  Ibid., 
27:189,  1966.  *u.s.  patent  no.  2,695,877 
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Searle  & Co.,  G.  D.,  Chicago,  111.  — — bet.  570  & 571 

Stuart  Co.,  The,  Pasailena,  Cal.  — — — — — IBC 

Syntex  Corp.,  Palo  ,\lto.  Cal.  — — 574,  575,  576  & 577 

IIS\'  Pharmaceutical  Corporation,  New  V'ork,  New 
York  — — — — — — — — — — 7 

Wyeth  Laboratories,  Philadelphia,  Pa.  — — — 8 8:  9 

Wynn  Pharmacal  Corp.,  Philadelphia,  Pa.  — — 583 
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Exercise  In  Heart  Disease.  II. 
Jnanswered  Questions 

The  trend  to  encourage  physical  training  pro- 
-ams today  is  a wholesome  reaction  to  the  previous 
nedical  attitudes  dominated  by  the  rest  dogmad 
We  rarely  now  see  the  complete  invalidism  pro- 
noted  in  the  past  both  physical  and  psychological 
dthough  we  still  occasionally  encounter  patients 
iurrounded  with  unbearable  “don’ts”  and  life  full 
jf  disabling  phobias. 

The  physician  in  meeting  the  task  of  proper  man- 
igement  of  patients  with  ischemic  heart  disease  will 
equire  a complete  evaluation  of  the  patients  phy- 
;ical  and  emotional  status  from  time  to  time.  His- 
tory and  physical  examination  still  form  the  back- 
aone  of  this  evaluation.  How  much  physical  effort 
aroduces  fatigue,  dyspnea,  chest  discomfort  can 
readily  be  elicited.  Special  tests  such  as  exercise 
tolerance  tests  can  also  contribute  to  a proper  classi- 
fication of  the  patients  capacity  to  meet  extraordin- 
iry  loads.  These  may  involve  measuring  the  severity 
md  duration  of  exercise  that  produce  ischemic  al- 
terations in  the  electrocardiogram.  Or  they  may 
involve  an  estimate  of  the  pulse  and  arterial  pres- 
sure and  respiratory  changes  following  several  levels 
af  standardized  exercise. 

Most  workers  in  the  field  agree  that  leg  exercise 
carried  out  in  the  erect  position  give  the  best  esti- 
mate of  the  state  of  the  cardiovascular  system.  Hop- 
ping on  one  foot,  climbing  steps,  bicycle  ergometers, 
treadmills  have  all  been  employed  in  electrocardio- 
graphic and  hemodynamic  evaluation.  There  is  as 
yet  no  fully  agreed  upon  method  in  estimating  the 
duration,  intensity  of  exercise  or  the  criteria  to 
be  employed  in  estimating  the  effects  of  exercise 
upon  the  heart  and  blood  vessels. 

One  thing  is  certain.  There  are  other  condition- 
ing maneuvers  that  need  to  be  carried  out  at  the 
same  time  such  as  weight  reduction  in  the  obese,  a 
prudent  rather  than  a gluttonous  diet,  and  discon- 
tinuance of  cigarette  smoking.  It  is  true  we  will  not 
know  what  part  these  play  in  increasing  longevity 
and  how  useful  training  program  is  by  itself.  Fur- 
thermore even  if  we  attempted  to  evaluate  a train- 
ing program  by  itself  it  could  still  not  eliminate  the 
element  of  psychology  in  making  a person  believe 


he  is  becoming  better.  He  may  become  more  mo- 
tivated to  try  harder  and  feel  more  confident  he  is 
getting  better.  It  is  very  difficult  to  distinguish  be- 
tween the  value  of  weight  reduction,  elimination  of 
smoking,  diet,  exercise  or  pure  ceremony  associated 
with  training  program  in  the  ultimate  benefits  to 
the  patient. 

We  are  still  waiting  for  convincing  evidence  to 
date  that  the  physical  training  programs,  whether 
or  not  combined  with  other  changes  in  regimen  in 
reality  affected  morbidity  and  mortality  rates  of 
patients  with  ischemic  heart  disease.  Even  though 
the  final  proof  for  encouraging  physical  training 
programs  is  still  pending  are  there  reasons  for  en- 
couraging them  nevertheless? 

One  question  is  whether  training  to  improve  phy- 
sical fitness  inhibits  the  basic  vascular  disease 
atherosclerosis.  We,  as  Katz-  points  out,  have  no 
unequivocal  answer  to  this  question.  Experiments 
on  animals  favor  the  concept.  Epidemiological 
studies  on  effect  of  occupation  and  mode  of  life 
favor  the  concept.  However  the  evidence  that  ex- 
ercise lessens  atherogenesis  in  the  presence  of  an 
atherogenic  regime  is  equivocal.  There  are  a num- 
ber of  negative  reports  and  there  are  objections  to 
the  design  of  the  studies  of  some  of  the  positive  re- 
ports. A wild  animal  seems  to  have  less  atheroscler- 
osis than  a tame  animal  of  the  same  species  but  we 
do  not  know  what  this  is  due  to,  whether  it  is  due  to 
physical  fitness,  lack  of  confinement,  dietary,  gene- 
tic or  other  factors. 

Another  unanswered  question  is  whether  improved 
physical  fitness  reduces  the  morbidity  and  mortality 
from  coronary  artery  disease.  It  has  not  yet  been 
completely  answered.  If  physical  training  lessened 
the  occurrence  of  CAD  there  would  of  course  be  a 
reduction  of  the  clinical  and  even  the  occult  mani- 
festation of  the  disease.  Lessened  morbidity  would 
tend  to  lessen  mortality.  In  fact  even  in  the  presence 
of  CAD  improved  physical  fitness  might  alter  mor- 
bidity if  it  modified  the  immediate  precipitating 
causes,  such  as  intravascular  thrombosis,  platelet 
adhesiveness,  atheromatous  ulceration.  Can  fitness 
facilitate  lysis  of  thrombi  already  formed  or  fibrosis 
within  an  atheroma  to  prevent  its  development  and 
ultimate  rupture.  Any  one  of  these  might  lessen  the 
occurrence  of  overt  clinical  manifestations  of  CAD 
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or  lessen  the  niagnitiule  of  the  process  which  dam- 
ages the  heart.  W'^e  need  e\  idence  on  tliis  point. 

.Another  cpiestion  is  w’hether  the  development  of 
a collateral  circulation  is  hastened  by  training  to 
the  point  that  it  lessens  apjjreciably  the  coronary 
insidhciency  induced  by  the  coronary  occlusive  pro- 
ce.ss.  Then  there  must  be  patients  in  whom  the  pri- 
mary occlnsive  process  outruns  the  development 
of  collaterals.  If  the  process  of  collateral  clevelop- 
men  can  be  significtintly  augmented  by  training 
and  improved  fitness  then  the  severity  of  the  cardiac: 
handicap  and  the  resnlting  mortality  could  be  re- 
tlnced  significantly.  We  hope  so  but  we  don’t  know. 

The  performance  capacity  of  the  hetirt  dcmbtless 
improves  with  training.  Cian  this  permit  the  pa- 
tient to  meet  better  the  demands  on  this  pump 
which  otherwise  would  lead  to  serious  clinical  con- 
secjuences  or  might  even  be  fatal.  We  hope  so  but 
we  don’t  know. 

Is  the  heart  in  a physically  fit  j)er.son  subjected  to 
a coronary  occlusion  less  prone  to  fatal  arrhv- 
thmias  than  the  heart  of  a le.ss  fit  person.  W'e  don’t 
knc5w  but  we  hope  so.  Can  a trained  body  respond 
more  efhciently  tlnring  an  acute  myocardial  in- 
hirction  so  as  to  help  reduce  the  magnitude  of  the 
illness  and  forestall  a fatal  outcome.  We  don’t  know. 

.Supposing  the  training  program  is  nothing  more 
than  a “positive  approach”  to  CAD,  an  approach 
in  which  the  patient  feels  that  something  is  being 
done,  in  fact  an  approach  in  which  he  himsell  is 
doing  .something  constructive  to  heljj  himself  over- 
come the  handicap,  real  or  imagined  of  this  disease 
and  the  total  effect  of  the  training  turns  out  tcj  be 
psychological.  If  so  could  this  be  sufficient  to  justi- 
ly  a training  program.  The  patient  is  kept  aware  of 
his  problem  not  in  fear  but  in  an  agreeable  way. 
lie  is  more  amenable  to  advice  given  by  his  physi- 
cian who  is  in  this  program  an  interested  and  con- 
stantly available  advisor. 

rhe  trained  jjatient  learns  to  recognize  and  re- 
port to  the  physician  events  that  need  coun.sel. 
Otherwise  the  patient  might  ignore  or  suppress  the 
symptoms  and  fail  to  recognize  the  jjhysician  as  an 
interested  advisor.  This  alone  would  be  helpful  and 
morbidity  and  mortality  could  be  affected. 

It  is  obvious  there  are  as  yet  no  simple  yes  and 
no  answers  as  to  the  value  of  phy.sical  fitness.  Keej> 
ing  the  problems  in  clear  focus  should  certainly 
lead  to  more  ]jerceptive  study  and  hopefully  more 
jjositive  answers. 

L.H.N. 
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Exercise  In  The  Physical 
Examination  Of  Peripheral 
Arterial  Disease 

Arteriosclerotic  peripheral  arterial  disease  i* 
prevalent,  in  many  instances  disabling,  atul  in  fact 
has  received  considerable  attention  both  from  the 
point  of  view  of  diagnosis  ;is  well  as  therapy.  Wdieii 
the  lesion  involves  the  lower  extremities  what  it 
generttlly  emphasized  clinically  are  the  classical 
rnidings  (j1  intermittent  claudication,  absent  jjulses, 
delayed  venous  filling,  pallor  of  the  elevated  foot,' 
dependent  rubor,  and  of  course  ischemic  ulcer  and 
gangrene. 

However,  there  are  patients,  two  of  which  were 
described  by  Garrison,  Floyd  and  Orgaiid  in  which 
the  diagnosis  of  perijjlieral  vascular  disease  was 
greatly  aided  by  auscultation  ol  the  arteries,  palpa- 
tion of  the  pulses  and  observation  of  the  skin  over 
the  distal  jiart  ol  the  extremity  bczth  before  and  after 
exercise  before  they  ccjulcl  establish  the  diagnosis 
ol  prominent  stenosis  in  the  jjrimary  arterial  sup- 
ply to  the  extremity.  Fhese  simple  maneuvers  may 
clearly  reveal  arterial  insufficiency  when  none  or 
few  of  the  usually  emphasized  abnormal  physical 
findings  are  present.  The  two  patients  they  re- 
port had  good  pulses,  one  in  the  leg  and  the  other 
in  the  arm,  but  the  one  presented  with  stenosis  of 
the  aorta  at  the  bifurcation  and  of  the  bilaterali. 
iliacs  and  the  other  at  the  subclavian  artery. 

This  emphasized  that  all  patients  suspected  ofi 
peripheral  arterial  insufficiency  should  have  a physi-i 
cal  examination  which  includes  auscultation  ofi 
accessible  arteries,  pal])ation  of  all  pulses  and  no-i 
tation  of  the  color  of  the  skin  over  the  distal  part 
of  the  extremity  and  this  examination  should  bet 
jjerformed  both  before  and  after  exerci.se  of  thei 
extremity.  The  idea  of  exercising  an  extremity  fon 
detection  of  signs  of  arterial  insufficiency  is  not  new> 
Imt  a look  at  current  text  books  on  physical  diag- 
nosis and  on  carcliova.scnlar  diagnosis  reveals  that 
rarely  do  they  discuss  post-exerci.se  changes.  .Some 
do  note  disappearance  of  pulses,  whiteness  of  the 
foot,  appearance  of  arterial  murmurs  after  exercise 
in  patients  with  arterial  insufficiency  of  the  leg  but 
do  not  consider  ])rczcluction  of  or  significance  of 
audible  diastolic  arterial  murmurs  after  exercise. 

Normally  no  murmur  is  audible  over  an  artery 
if  the  stethoscope  is  ajzplied  lightly  to  avoid  com- 
pression. Occasionally  murmurs  originating  in  the 
heart  can  be  heard  in  peripheral  arteries  and  it  is 
necessary  to  recognize  and  exclude  such  murmurs. 
When  a systolic  murmur  is  heard  over  an  artery  it 
is  caused  by  turbulent  flow  within  the  vessel  and  an 
abnormality  of  its  lumen.  If  we  exclude  external 
compression  such  as  occurs  in  hepatoma,  or  car- 
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i'inonia  of  the  head  of  the  pancreas,  then  a systolic 
nurmur  must  be  due  to  irregularity  of  the  intiina 
;Iue  to  arteriosclerosis. 

, An  audible  systolic  murmur  over  an  artery  is  not 
iilways  indicative  of  clinically  significant  stenosis. 
[But  when  a systolic  murmur  over  a large  artery  to 
Ian  extremity  extends  without  interruption  into 
diastole  after  exercise  of  that  extremity  it  does  in- 
dicate prominent  arterial  stenosis  with  inadequate 
collateral  flow  around  the  stenosis  during  the  time 
the  diastolic  component  of  the  murmur  is  audible. 
This  phenomenon  was  well  illustrated  in  Garri- 
son’s cases  in  which  they  had  their  greatest  intensity 
in  the  area  of  arterial  stenosis.  In  the  patients  in 
whom  the  stenosis  is  severe,  then  diastolic  murmurs 
may  even  be  heard  during  resting  if  the  collateral 
circulation  is  impaired.  Of  course,  one  must  be  alert 
to  exclude  ductus  arteriosus,  arteriovenous  fistula, 
venous  hums  as  well  as  vascular  tumors. 

The  dynamics  of  murmur  production  may  be  ex- 
plained as  follows:  proximal  to  the  stenosis,  ex- 
ercise raises  the  arterial  pressure  although  there 
is  little  change  in  diastolic  pressure,  whereas  distal 
to  the  obstruction  the  diastolic  pressure  falls  during 
exercise  because  there  is  increased  run  off.  This  in- 
crease in  pressure  gradient  across  the  stenotic  artery 
during  diastole  produces  a forward  flow  across  a 
narrowed  artery  and  a diastolic  murmur  as  long  as 
the  pressure  gradient  persists,  usually  several 
minutes  after  exercise  has  been  discontinued.  The 
systolic  component  is  made  louder  because  of  the 
larger  jaressure  gradient  across  the  stenosis  during 
systole. 

The  absence  of  palpable  extremity  pulses  in- 
dicates definite  impairment  of  normal  flow.  What  is 
not  often  appreciated  is  that  patients  with  inter- 
mittent claudication  in  an  arm  or  leg  may  have 
pedal  or  radial  pulses  at  rest  that  will  diminish  or 
completely  disappear  after  the  involved  extremity 
is  exercised.  Thus  diminution  of  pulses  after  exer- 
cise is  merely  a reflection  of  the  increased  blood 
flow  to  the  skeletal  muscle  in  the  presence  of  ar- 
terial disease  and  this  prevents  the  delivery  of  an 
adequate  increase  in  blood  flow  to  the  extremity. 

The  mere  fact  that  the  usual  signs  of  arterial 
insufficiency  in  a lower  extremity  such  as  blanching 
of  the  skin  of  the  foot  iqron  elevation  and  the  ap- 
pearance of  rubor  after  dependency,  are  not  promi- 
nent does  not  rule  out  arterial  insufficiency  since 
there  are  patients  with  intermittent  claudication 
that  do  not  exhibit  these  changes,  but  exercise  will 
produce  them  by  causing  a selective  shunting  of 
blood  from  the  skin  to  the  muscles.  After  several 
minutes  of  rest  these  signs  will  disappear. 

In  the  arm  significant  stenosis  of  the  subclavian 
artery  is  less  common  than  it  is  in  the  iliofemoral 
arteries  and  typical  claudication  is  unusual.  But  if 


a lesion  in  the  artery  is  present  then  easy  fatiga- 
bility in  the  involved  limb  will  l:)ecome  manifest  and 
ischemic  pain  after  deliberate  exercise  will  appear 
together  in  some  cases  Avith  signs  of  cerebral  arterial 
insufficiency  due  to  diversion  of  blood  from  the  ver- 
tebral to  axillary  artery.^  Careful  observation  here 
also  will  reveal  alteration  in  pulses,  skin  color  and 
murmurs  over  the  subclavian  artery  characteristic 
of  arterial  insufficiency. 

A final  question  is  whether  exercise  is  damaging 
to  an  impaired  extremity  Avhen  it  is  carried  to  the 
point  of  producing  ischemia  of  the  skin  or  foot.  The 
ansAA^er  is  no,  since  ischemia  so  produced  is  only 
brief  and  in  fact  is  itself  a potent  factor  in  promot- 
ing collateral  circulation.  Furthermore,  the  amount 
of  exercise  recpiired  to  produce  the  changes  de- 
scribed aboA'e  is  usually  no  more  than  the  patient 
himself  performs  in  the  course  of  conventional  daily 
activity. 

Garrison’s  and  other  reports  point  up  the  impor- 
tance of  a meticulous  physical  examination  of  all 
patients  suspected  of  having  peripheral  arterial 
insufficiency.  The  examination  should  include  pal- 
pation of  all  pulses,  auscultation  of  accessible  ar- 
teries, notation  of  skin  color  before  and  especially 
after  exercise  of  the  extremity  involved. 

L.H.N. 
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Cor  Pulmonale  In  Recurrent 
Pulmonary  Embolism 

Recognition  of  the  magnitude  of  the  problem  of 
pulmonary  embolism  has  changed  from  18  per  cent 
of  autopsies  in  1918  to  66  per  cent  in  1965.  This 
means  that  the  frequency  of  finding  emboli  in  the 
pulmonary  arteries  depends  entirely  on  the 
thoroughness  of  the  examination. ^ This  has  been 
assisted  by  such  recently  developed  techniques  and 
special  procedures  including  scintiscanning  pul- 
monary and  bronchial  arteriography,  measure- 
ments of  blood  flow  and  ventilation  Avith  ladioac- 
tive  gases.  The  not  so  special  proceduies  include  a 
high  index  of  suspicion,  a careful  history,  which 
promotes  a thoughtful  revicAV  of  the  previous  and 
present  roentgenogTams. 

A question  noAV  in  our  minds  is  how  many  of  the 
cases  of  pulmonary  embolism  have  clinical  signi- 
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ficaiue,  how  many  or  how  few  of  tliem  could  ever 
have  been  diagnoses  during  life  and  how  many 
reejnire  treatment  or  were  self  linnted  and  finally 
how  should  we  separate  one  from  the  others.  These 
and  other  (piestions  are  now  in  the  process  of  being 
answered. 

One  point  of  great  siginficance  is  that  a great 
nnndjer  and  apparently  the  majority  of  embolic 
episodes  occur  without  any  infarct  formation,  prob- 
ably no  more  than  five  per  cent  and  not  even  when 
a main  judmonary  artery  trunk  or  small  arteries 
are  occluded.  I'his  means  that  if  we  rely  on  radio- 
logic  evidence  of  pulmonary  shadows,  or  on  physical 
and  clinical  signs  of  infarction  we  will  recognize 
pulmonary  embolism  in  no  more  than  five  per  cent 
of  cases. 

Ii  is  in  the  patient  with  chronic  recurrent  emboli- 
zation where  the  index  of  suspicion  is  usually  low. 
Fleischner’.s-  review  presents  illustrations  for  the  in- 
sidious developing  pulmonary  hypertension  in  pa- 
tients with  old  leg  injuries  and  thrombophlebitis 
and  ]jost-puerj)eral  cor-pulmonale.  More  common 
])robably  than  these  are  patients  without  any  ante- 
cedent suggestive  history.  Since  ]Jidmonary  hyper- 
tension at  rest  does  not  occur  until  two-thirds  or 
more  of  the  va,scular  bed  has  been  obliterated,  radio- 
logic  signs  are  not  evident  until  hypertension  is 
moderate  or  severe.  It  is,  therefore,  the  clinician 
who  has  the  oj)portnnity  to  suspect  and  to  con- 
firm the  diagnosis  of  chronic  recurrent  emboli 
many  years  before  the  radiologic  signs  become  evi- 
dent. 

1 he  cardinal  signs  and  symptoms  of  chronic 
embolization  are  exertional  dyspnea,  fatigue  and 
chronic  hyperventilation  in  the  presence  of  a nor- 
mal chest  X-ray  and  normal  mechanisms  of  breath- 
ing. We  must  be  careful  not  to  attribute  the  jiatient’s 
dyspnea  to  a respiratory  neurosis  or  hyperventila- 
tion syndrome.  ^Ve  must  not  label  such  patients  as 
possible  malingerers  only  to  change  our  minds 
after  radiologic  evidence  of  pulmonary  hyperten- 
sion becomes  unmistakable.  Such  signs  are  late  in 
coming  and  may  not  show  ujj  until  cor-pulmonale 
becomes  obvious. 

Cor-pulmonale  stands  out  fairly  well  radio- 
logically  in  embolic  pulmonary  hypertension. 

1 here  are  dilated  hilar  arteries,  dilated  jjidmonary 
artery  trunk  evidence  of  right  inflow  stasis  with 
widening  of  the  superior  vena  cava  and  azygos  vein 
and  in  rarer  cases  (li,scernible  dilatation  of  the  right 
ventricle  and  atrium.  Essentially  we  see  a heart 
little  or  moderately  dilated  in  its  transverse  diame- 
ter with  marked  dilatation  of  the  pulmonary  trunk 
and  right  ventricle  in  the  lateral  view. 

The  hilar  arteries  are  dilated  either  by  pulmonary 
hypertension  or  by  embolic  thrombotic  ma.s.ses 
lodged  there.  1 his  makes  the  hilar  shadows  plump. 


sometimes  tumor-like  with  a convex  lateral  con- 
tour and  “amputated  tail.”  I'he  lung  beyond  the 
obstrtiction  is  under-perlnsed,  the  vascidar  arbori- 
zation is  diminished,  often  hardly  visible,  and  the 
lung  field  in  its  entirety  is  over-lucent  owing  to  re- 
duced jjerfusion  in  the  obstructed  lung. 

What  is  also  imjjortant  in  Fleischner’s  review  is 
that  many  cases  of  pidmonary  artery  hypertension 
whidi  were  tormerly  regarded  as  being  caused  by 
])rimary  pathologic  changes  in  the  ve.ssels,  are  now 
being  recognized  as  .secondary  to  repeated  silent 
embolism.  From  the  hemodynamic  point  of  view 
we  have  in  the  last  few  years  come  to  recognize 
that  the  most  imjjorlant  cause  of  pulmonary  hy- 
pertension is  not  organic  vascular  change  but  vascu- 
lar spasm  resulting  from  anoxia  due  to  underven- 
tilation. It  may  be  caused  by  emphysema  and  gross 
obesity  neither  of  which  is  difficult  to  recognize. 
When  underventilation  is  caused  by  chronic  bron- 
chitis without  parenchymal  disruption  or  of  the 
“primary”  variety,  then  differentiation  from  cor- 
jndmonale  due  to  recurrent  embolism  may  not  be 
possible  from  the  radiologic  appearance  alone. 

Ret  lin  en  t episotles  of  pulmonary  embolism  are 
not  (juite  so  “silent”  if  one  leartis  to  interpret  pul- 
monary events  accompanied  by  chest  pain,  dyspnea 
and  hemoptysis.  ^Ve  must  be  alert  to  the  signi- 
ficance of  developing  exertional  dyspnea  in  the  ab- 
sence of  congestive  heart  failure.  We  must  give  more 
attention  to  small  pleural  effusions  and  radio- 
logically  fleeting  infarcts  and  not  interpret  them  as 
pneumonia. 

Iti  medical  practice,  even  if  there  is  any  doubt 
about  the  diagnosis,  the  patient  is  to  be  treated  as 
if  he  had  chronic  thromboetnbolic  disease,  rather 
than  jirimary  pulmonary  hypertension. 

L.H.N. 
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Mass  Drug  Catastrophes  I.  Alcohol 

.\lcohol  in  one  form  or  another  is  used  the  world 
over  for  fun,  ritual,  social,  and  political  celehra- 
tions.  But  is  is  used  because  it  acts  and  in  fact  is  a 
drug.  1 he  jiossibility  ol  lat;il  poisoning  by  alcohol 
is  not  ktiown  by  the  laity  today  but  we  physicians 
know  that  death  after  drinking  is  not  a rarity.  In 
early  times  before  the  distillation  process  was  dis- 
covered, acute  fatal  alcoholic  jjoisoning  must  have 
been  rare  because  the  fermentation  process  stops 
at  twelve  to  fourteen  per  cent  concentration  and 
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it  would  have  required  enormous  quantities  of 
fermented  liquor  to  cause  death.  Now  it  is  dif- 
ferent. 

The  physicaf  effects  of  chronic  alcoholism  upon 
the  peripheral  and  central  nervous  system,  the  liver, 
of  concomitant  reduction  of  food  intake  and  \ita- 
mins  are  now  recognized  by  all  physicians  although 
these  medical  facts  only  came  to  be  accepted  in  the 
20th  century.  Alcohol  has  probably  caused  more 
disease  than  any  other  drug  in  man’s  history.  It  is 
recognized  to  be  a major  cause  of  social  disability. 
There  are  at  least  2,500,000  socially  useless  alco- 
holics in  this  country  and  about  as  many  more 
whose  productivity  is  curtailed  by  alcohol.  It  ac- 
counts for  countless  broken  homes,  broken  mar- 
riages, serious  auto  accidents  and  other  tragedies 
and  much  of  our  crime.  It  is  also  pleasurable,  habit 
forming  and  addictive  and  causes  physical  disease, 
psychosis  and  death.  In  small  amounts  it  is  a mild 
prompt  sedative,  and  not  as  is  so  widely  assumed 
a stimulant  at  all. 

VVe  know  ethyl  alcohol  damages  the  nervous 
system  and  liver.  What  does  it  do  to  heart?  Dif- 
ferent clinical  syndromes  of  heart  failure  associated 
with  alcoholism  have  been  described  as  have  been 
the  clinical  features  of  afcoholic  cardiomyopathy, 
which  is  thought  to  be  due  to  injury  to  the  myo- 
cardium as  a result  of  excessive  and  habitual  con- 
sumption of  alcohol  over  many  years.  Such  vari- 
ables, however,  such  as  the  intake  of  food  and  al- 
cohol are  extremely  difficult  to  control  and  the 
question  of  whether  ethanol  has  an  intrinsic  action 
on  the  myocardium  which  is  unassociated  with 
any  nutritional  deficiency  requires  precise  differ- 
entiation. This  was  the  object  of  Maines  and 
Aldinger’s^  experiment  on  rats.  j 

Sixty  rats  were  alcohol  intoxicated  for  seven  j 
months  while  they  ate  a good  caloric  diet  and  main- 
tained a good  weight.  Forty  rats  were  controls  and 
twelve  were  alcoholic  receiving  also  food  and  vita- 
min supplement.  The  alcohol  intoxicated  animals 
were  sedated,  lethargic,  but  hair,  color,  texture,  ap- 
pearance of  the  mucus  membrane  of  nose,  mouth, 
eyes  and  gastric  mucosa  were  normal.  The  myo- 
cardial contractility  in  the  alcoholic  group  changed 
little  in  the  first  four  months  but  then  began  to 
fall  off.  Similar  cardiotoxic  effects  had  already  been 
demonstrated  in  rat  atria,  turtle  heart  and  on  in- 
vivo  experiments  on  dogs  by  Loomis. 

The  cardiovascular  changes  observed  during 
chronic  oral  administration,  then,  can  be  stated  as 
progressive  depression  in  myocardial  contractility 
accompanied  by  a decrease  in  both  aortic  blood  pres- 
sure, heart  rate  and  a marked  tendency  toward  the 
production  of  cardiac  arrhythmias.  This  last  is  a 
well  recognized  sequel  in  many  patients  ivith 
coronary  artery  disease  after  a bout  of  alcoholism. 


What  can  be  done 
for  Susan  Jane 


To  stop  the  runs 
and  crampy  pain? 


Parepectolin  for  quick  relief  of  acute  diarrhea 
...soothes  colicky  pain  with  paregoric 
...consolidates  fluid  stools  with  pectin 
...adsorbs  irritants  with  kaolin,  and  protects 
intestinal  mucosa- 


In  children,  Parepectolin  may  be  used  to  control 
diarrhea  promptly  and  prevent  dehydration, 
until  etiology  has  been  determined.  In  some 
cases,  Parepectolin  may  be  all  the  therapy 
necessary. 


PaTBpectoliri 


Each  fluid  ounce  of  creamy  white  suspension  contains: 

Paregoric  (equivalent) (1.0  dram)  3.7  ml. 

Contains  opium  (14  grain)  15  mg.  per  fluid 
ounce. 

warning:  may  he  habit  forming 

Pectin (2V2  grains)  162  mg. 

Kaolin  (specially  purified)  ....  (85  grains)  5.5  Gm. 
(alcohol  0.69%) 

Usual  Children’s  Dose:  One  or  two  teaspoonfuls 
three  times  daily. 
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when  he  just;  can’t  sleep 

Tuinal 

One-Half  Sodium  Amobarbit;al  and 
One-Half  Sodium  Secobarbital 
supplied  in  1%,  and  3-grain  Pulvules® 


' Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
I asleep  all  night. 

; Indications;  Tuinal  is  indicated  for  prompt  and  moder- 
■ ately  long-acting  hypnosis.  It  is  not  suitable  for  con- 
, tinuous  daytime  sedation. 

' Contraindications;  Barbiturates  should  not  be  adminis- 
: tered  to  anyone  with  a history  of  porphyria,  nor  should 
I they  be  given  in  the  presence  of  uncontrolled  pain,  be- 
1 cause  excitement  may  result. 

; Warning;  May  be  habit-forming. 

i Precautions:  Tuinal  should  be  used  cautiously  in  pa- 
' tients  with  decreased  liver  function,  since  prolongation 
i of  effect  may  occur. 

. Adverse  Reactions:  Idiosyncrasy,  such  as  excitement, 
: hangover,  or  pain,  may  appear.  Hypersensitivity  reac- 

I 

I 


tions  occur  in  some  patients,  especially  in  those  with 
asthma,  urticaria,  or  angioneurotic  edema. 

Overdosage:  C.N.S.  depression.  Symptoms — Depression 
of  respiration  and  of  superficial  and  deep  reflexes,  slight 
constriction  of  the  pupils  (in  severe  poisoning,  dilation], 
decreased  urine  formation,  lowered  body  temperature, 
coma.  Treatment — Symptomatic  and  supportive  (gastric 
lavage;  intravenous  fluids;  maintenance  of  blood  pres- 
sure, body  temperature,  and  adequate  respiration).  Di- 
alysis may  speed  removal  of  barbiturates  from  body 
fluids. 

Amu  ^ Dosage:  50-200  mg.  (^4-3  grains]  at  bedtime. 

[031767] 


Additional  information  available  to  physicians  upon  request. 
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Since  alcohol  is  a j)iiinary  (le])ressaiU  ol  the  cen- 
tral nervotis  system,  niyocaiclial  depression  may  also 
be  partially  attributed  to  a direct  redtiction  in  cen- 
tral cardiac  and  vasomotor  activity.  It  may  very 
well  be  that  de|)letion  ol  norepinephrin  at  the 
betareceptor  sites  in  the  myotarditim  contribute 
to  the  cardiovasc  ular  depression  observed  by  Maines 
in  his  alcoholic  rats. 

II  alccthol  damages  the  myocarditun  there  shoidd 
be  present  metabolic  alterations  and  also  histologi- 
cal changes  in  the  myocardial  cell.  Kerrans  et  al- 
have  shown  accumulation  ol  lipids  in  niyocaiclial 
fibers  as  well  as  varying  degrees  ol  mitochondrial 
damage  of  their  en/ymes.  He  also  showed  in  the 
myocardium  of  jiatients  with  alcoholic  cardiomyo- 
pathy swelling  and  rupture  of  mitochondria,  altera- 
tions of  mitochondrial  crystal  formation  of  dense 
intra-mitoc hondrial  inclusions,  swelling  of  endo- 
plasmic reticulum  and  licpiid  droplets  in  the  myo- 
cardial cells.  Obviously  mitochondria,  the  energy 
machine  of  myocardial  cells  of  patients  poisoned  by 
alcohol,  are  gro.ssly  damaged.  This  is  stifiicietit  to 
accotint  for  myocaidial  depression  observed  in 
animals  on  chrcjnic  alcohol  constimption. 

Damage  to  mitochondria  alters  the  oxidative  en- 
zymes in  the  myocardium  of  alcoholic  patients  and 
leads  to  their  release  into  the  plasma.  I’here  then 
follcjws  a process  of  widespread  m)ocarclial  de- 
generation with  the  end  result  of  cell  death,  heal- 
ing by  fibrosis  and  the  characteristic  electrocardio- 
graphic changes  already  de.scribecl.3 

In  tho.se  clinical  cases  in  which  no  overt  evidence 
of  malntitrition  or  vitamin  deficiency  was  seen,  it 
is  not  stirprising  that  the  prochiction  of  alcoholic 
cardiomyopathy  should  have  been  attributed  to  ex- 
cessive constimption  of  alcohol  over  a long  period  of 
time.^  The  jiathologic  effects  of  chronic  ingestion  of 
alcohol  seen  in  rats  by  Maines  and  Aldinger  support 
the.se  clinical  hvpotheses  and  suggest  that  alcohol 
itself  is  directly  instrumental  in  the  production  of 
heart  disease.  Apparently  Monteztnna’s  revenge  on 
civilization  has  led  to  damage  to  five  million  in- 
dividuals, some  of  whom  also  suffer  myocardial 
injury,  and  it  shows  no  signs  of  abating.^ 

L.H.N. 
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Metabolic  Disorders  In  Human 
Atherosclerosis 

With  the  control  of  acute  disea.se  in  our  grasp  we 
are  turning  to  prevention  and  treatment  of  the 
chronic  illnesses.  With  regard  to  one  disease, 
atherosclerosis,  there  is  coming  to  be  accepted  the 
view  that  it  is  in  large  measure  a metabolic  disease. 
Cienetic  factors,  genetic  types  of  hyperlipidemia, 
disttirbances  of  carbohydrate  metabolism  in  rela- 
tion to  cardiovasctilar  disease  and  early  diabetic 
states  are  risk  factors,  are  somehow  determinants  of 
arterial  degeneration.  I'liis  does  tiot  deny  other 
known  important  infhtences,  particularly  smoking, 
hypertension,  and  hyperuricemia  which  of  cotirse 
is  also  a metabolic  disorder. 

If  atherosclerosis  is  in  large  measure  a metabolic 
disease  the  (juestion  is  whether  this  is  the  only 
mechatiism  or  whether  it  is  but  one  of  the  jjathways 
that  cau.se  the  arterial  lesion.  Until  recently  large 
numbers  of  seemingly  unconnected  phenomena 
have  been  noted,  btit  a coherent  picture  to  explain 
the  metabolic  basis  of  arterial  degeneration  is  only 
now  beginning  to  emerge. 

riiere  now  appears  to  be  three  metabolic  j)at- 
terns  that  are  probably  related  to  a predisposition 
towards  atherosclerosis.  One  which  has  st(5od  the 
test  of  time  is  the  relationship  between  levels  of 
serum  cholestertd  and  atherosclerosis.  In  fact  most 
of  ns  now  take  this  for  granted  and  are  beginning 
to  study  our  patients  for  elevated  serum  cholesterol 
levels.  W'e  are  searching  for  diets  and  now  drugs 
that  can  helj)  to  redtice  .serum  cholesterol  and  hope- 
ftilly  to  ])revent  the  development  or  progression  of 
atherosclerosis. 

A sectmd  metabolic  abnormality  presents  as  hy- 
])erli iglyceridemia  who.se  hallmark  is  a tendency 
towai  els  elevation  of  the  lipoproteins  in  the  Sf  20-400 
cla.ss.  A third  is  the  various  stages  of  diabetes.  Pre- 
sumablv  this  tyjte  must  be  consitlered  as  an  inde- 
]jendent  metabolic  error  in  its  own  right  which  is 
assodated  with  the  clinical  complications  of  athero- 
sclerosis. 

W'e  still  have  by  no  means  established  how  much 
these  patterns  overlap,  and  to  what  extent  they 
oveihijj.  Xeiiher  have  we  clarified  how  environ- 
mental stresses  such  as  diet  unmask  the  underly- 
ing genetic  predispositions.  If  these  issues  can  be 
chu  ilied  it  should  become  possible  to  devise  rational 
pie\enti\e  therapy  in  a given  individual  since  the 
liealment  ol  e;tch  of  the  dilferent  tibnormalities  is 
not  likely  to  be  the  same. 
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At  a national  symposinin  under  the  auspices  of 
the  Heart  Association  of  Southeastern  Pennsyl- 
vania, these  issues  on  the  metabolic  basis  of  human 
atherosclerosis  were  discussed  in  February  and 
somehow  the  variety  of  existing  developments 
\vhich  have  occurred  in  the  past  few  years  suddenly 
fell  into  some  sort  ot  order.  Major  emphasis  was 
given  to  the  description  and  mechanism  of  inter- 
relationship between  carbohydrate  and  lipid 
metabolism  and  the  role  of  insulin.  Most  of  the 
evidence  produced  suggests  that  there  is  a relative 
deficiency  of  insulin  in  proportion  to  the  blood 
glucose  level  at  every  stage  of  diabetes.  Obesity  was 
found  to  influence  the  serum  insulin  level  and  it 
was  emphasized  that  this  must  be  taken  into  ac- 
count when  we  attempt  to  relate  the  insulin  re- 
sponse to  the  blood  glucose  level.  Hyperlipidemia 
of  any  kind  was  not  considered  to  be  an  intrinsic 
feature  of  early  diabetes. 

It  was  pointed  out  that  a genetic  predisposition  to 
diabetes  is  very  common  in  the  general  population 
and  it  is  likely  that  a genetic  predisposition  to  car- 
bohydrate induced  hyperlipemia  is  also  fretpient. 
It  would  be  expected  therefore  that  these  two  meta- 
bolic errors,  if  they  are  different  could  coexist  in  the 
same  person  qtiite  often  and  increase  the  risk  of  de- 
veloping arterial  disease.  It  was  pointed  out  that 
thickening  of  the  muscle  capillary  basement  mem- 
brane is  probably  the  early  vascidar  manifestation 
of  diabetes,  regardless  of  whether  there  are  subtle 
abnormalities  in  glucose  metabolism  at  this  stage. 

Carbohydrate  induced  hyperglyceridemia  can 
usually  be  identified  by  electrophoresis  and  there 
is  fair  evidence  that  hyperinsulinism  is  a feature 
of  this  metabolic  disorder.  Sucrose  appears  to  in- 
duce this  type  of  hyperglyceridemia  more  readily 
than  complex  carbohydrates.  There  was  however 
no  agreement  as  to  whether  carbohydrate  intoler- 
ance in  the  absence  of  obesity  is  also  an  essential 
fact  of  this  abnormality.  Fat  induced  hyperglyceri- 
demia was  found  to  be  rare  and  responded  well  to 
a very  low  fat  diet  and  the  results  were  not  adverse- 
ly affected  if  medium  chain  fatty  acid  supplements 
were  added. 

Important  evidence  was  presented  that  Clofibrate 
(Astromid-S)  not  only  lowers  triglycerides  and  usual- 
ly serum  cholesterol  but  causes  a net  loss  of  choles- 
terol from  the  body.  Whether  this  latter  is  good  or 
bad  remains  to  be  determined. 

The  real  question  that  pervaded  the  conference 
was  whether  hypercholesterolemia,  diabetes  and 
carbohydrate  induced  hypertriglyceridemia  predis- 
pose to  coronary  heart  disease.  The  evidence  of  the 
effect  of  elevated  serum  cholesterol  levels  was  ac- 
cepted by  all.  To  what  extent  the  other  two  meta- 
bolic errors  associated  with  impaired  glucose  toler- 
ance as  measured  by  standard  tests  are  easily  risk 


factors  was  not  clarified.  There  is  evidence  that 
hyperglycemia  must  be  considered  a likely  risk  lac- 
tor  towards  the  clinical  manifestations  ot  athero- 
sclerosis. 

It  was  apparent  that  glucose  intolerance  and  hy- 
pergliceridemia  do  not  necessarily  coexist.  Nor  was 
it  established  to  what  extent  elevated  serum  tri- 
glyceride levels  may  be  a risk  factor  in  coronary 
artery  disease  in  the  same  sense  as  serum  cholesterol, 
smoking,  hypertension  and  hyperuricemia. 

All  of  this  is  very  exciting  and  intensive  efforts  are 
bound  to  be  made  on  the  clinical,  laboratory  and 
cpidemologic  fronts  to  disentangle  these  complex 
and  important  interrelationships.  In  the  meantime 
the  practicing  physician  who  wishes  to  make  a de- 
termined effort  to  identify  persons  prone  to  coron- 
ary artery  disease  can  no  longer  be  content  to  mea- 
sure only  serum  cholesterol.  He  must  understand 
whether  there  is  present  carbohydrate  intolerance, 
measure  serum  triglycerides  in  the  experimental 
laboratory  and  they  may  even  perform  a muscle 
biopsy  to  learn  whether  basement  membrane 
thickening  exists.  All  of  these  characteristics  have 
variable  genetic  as  well  as  environmental  com- 
ponents although  their  relative  importance  to  the 
general  population  is  not  yet  firmly  established. 

There  is  as  yet  no  absolute  proof  to  what  extent 
these  various  metabolic  derangements  are  associated 
with  clinical  disease,  neither  do  m’C  know  whether 
their  correction  will  prevent  premature  coronary  or 
other  arterial  disease.  Nevertheless  we  do  believe 
in  correcting  metabolic  derangements  on  general 
principle.  Besides  this  self-evident  truth,  the  clear 
recognition  of  several  new  hypotheses  has  opened 
the  road  to  more  intensive  and  better  focused  re- 
search. There  is  every  reason  to  think  that  these 
efforts  will  be  creative  and  yield  clues  to  the 
prevention  and  control  of  atherosclerotic  disease. 

L.H.N. 
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Factors  In  The  Formation  Of  The 
White  Thrombus 

It  is  perhaps  easiest  to  think  of  the  formation  of 
the  white  thrombus  as  an  exaggeration  of  the  reac- 
tions that  occur  in  a transected  vessel.  Here  we  have 
two  antagonistic  forces  at  work,  one  the  formation 
of  a thrombus  and  second  the  antagonistic  forces 
operating  to  prevent  its  development  or  to  prevent 
its  spread. 

The  first  phase  of  the  hemostatic  response  to  in- 
jury is  the  formation  of  a temporary  hemostatic 
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Dssue's  healing  nicely. 
Yet  anxietiy  elewe 
his  steps  tnward  recevery. 

By  helping  overcome  anxiety  and  tension  which  can 
thwart  the  convalescent's  progress,  Equanil  (me- 
probamate) often  may  play  an  important  role  in 
medical  and  surgical  aftercare. 


Cautions:  Carefully  supervise  dose  and  amounts  prescribed,  especially  for  patients  prone  to  overdose 
themselves.  Excessive  prolonged  use  may  result  in  dependence  or  habituation  in  susceptible  persons— 
as  ex-addicts,  alcoholics,  severe  psychoneurotics.  After  prolonged  high  dosage,  drug  should  be  withdrawn 
gradually  to  avoid  possibly  severe  withdrawal  reactions  including  epileptiform  seizures.  Side  effects 
include  drowsiness  and,  rarely,  allergic  or  idiosyncratic  reactions.  These  reactions,  sometimes  severe, 
can  develop  in  patients  receiving  only  1 to  4 doses  who  have  had  no  previous  contact  with  meprobamate. 
Mild  reactions  are  characterized  by  urticarial  or  erythematous  maculopapular  rash.  Acute  non-thrombo- 
cytopenic  purpura  with  petechiae,  ecchymoses,  peripheral  edema  and  fever  have  been  reported. 
If  an  allergic  reaction  occurs,  meprobamate  should  be  stopped  and  not  reinstituted.  Severe  reactions, 
observed  very  rarely,  include  angioneurotic  edema,  bronchial  spasms,  fever,  fainting  spells,  hypo- 
tensive crises  (1  fatal  case),  anaphylaxis,  stomatitis  and  proctitis  (1  case)  and  hyperthermia.  Warn 
patients  of  possible  reduced  alcohol  tolerance.  Should  drowsiness,  ataxia,  or  visual  disturbances 
occur,  dose  should  be  reduced.  If  symptoms  persist,  patients  should  not  operate  vehicles  or 
dangerous  machinery.  A few  cases  of  leucopenia,  usually  transient,  have  been  reported  follow- 
ing prolonged  dosage.  Other  blood  dyscrasias — aplastic  anemia  (1  fatal  case),  thrombocyto- 
penic purpura,  agranulocytosis  and  hemolytic  anemia — have  occurred  rarely,  almost  always 
in  the  presence  of  known  toxic  agents.  One  fatal  case  of  bullous  dermatitis  following  inter- 
mittent use  of  meprobamate  with  prednisolone  has  been  reported.  Prescribe  very  cautiously 
for  patients  with  suicidal  tendencies.  Suicidal  attempts  should  be  treated  with  immediate 
gastric  lavage  and  appropriate  supportive  therapy. 

Contraindications:  History  of  sensitivity  to  meprobamate. 

Composition:  Tablets,  200  mg.  and  400  mg.  meprobamate.  Coated 
Tablets,  Wyseals®  Equan  IL  (meprobamate)  400  mg.  Continuous- 
Release  Capsules,  Equanil  L-A  (meprobamate)  400  mg. 

Wyeth  Laboratories 
Philadelphia,  Pa. 
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j)lug  that  provides  tlie  initial  detcn.se  against  blood 
loss.  In  this  phase,  tlie  blood  coagidation  inerhan- 
ism  is  not  jiriinaiily  involved  hut  rather  an  inter- 
action between  the  vessel  Avail  and  cirenlating 
platelets.  The  smooth  ninsde  cells  in\esting  the 
blood  vessel  contract.  Nothing  else  happens  nidess 
there  is  also  disruption  ol  the  endothelial  cell  lin- 
ing in  Avhich  ca.se  the  Ininen  is  exposed  tcs  a large 
layer  of  loosely  packed  collagen. 

When  the  jilatelets  are  exposed  to  collagen  they 
undergo  ;i  remarkable  translormation.  They  are 
attracted  to  and  adhere  to  the  collagen.  They  then 
swell,  lose  their  architecture  and  release  many  cjf 
their  intracellular  constituents  into  the  ambient 
blood.  .Serotonin  is  one  which  enhances  vascular 
constriction.  Adenosine  diphosjihate  (.A.D.P.)  is  an- 
other which  has  the  prejperty  of  causing  rapid  ag- 
gregation of  platelets  but  not  their  destrnctioiiA 
1 his  makes  it  possible  lor  j)latelet  aggregation 
caused  by  .\.I).P.  to  be  reversed.  It  has  also  been 
repeatedly  demonstrated  that  fibrinogen  must  be 
present  lor  .\.D.P.  to  aggregate  platelets.  It  is  of 
importance  therapeutically  that  large  closes  of  he- 
parin or  conmarins  do  not  prevent  platelet  trans- 
formation on  contact  with  collagen. 

I he  second  phase  of  hemostasis  involves  the 
conversion  of  prothrombin  to  thrombin  Avhich 
transforms  fibrinogen  into  fibrin.  Prothrombin  may 
also  be  activated  by  tissue  thromboplastin  which 
is  present  in  many  blood  vessel  Avails  particidaiiy 
that  of  lungs  and  brain,  'riirombin  also  has  a pro- 
fonntl  influence  on  platelets  causing  them  to  aggre- 
gate, sAvell  aticl  release  their  contents  in  a fashion 
similar  to  that  Avhich  occurs  Avhen  platelets  are  ex- 
posed to  collagen. 

I he  fcji'ces  that  lead  tcj  the  formation  of  the 
hemostatic  plug  Avhich  occludes  ves.sels  must  be 
balanced  by  limiting  reactions,  a balance  betAveen 
activation  ol  the  blood  coagulation  mechanism 
and  those  that  limit  the  clcjtting  process.^  It  is  the 
limiting  forces  that  consist  cjf  retardation  of  the 
formation  of  thrombin  and  its  eventual  disappear- 
ance and  the  dissolution  of  the  formed  clot.  There 
is  thus  development  of  inhibitors  against  blood 
clotting  factors,  consumption  or  inactivation  of 
some  blood  clotting  factors  during  the  process  of 
coagulation  and  the  activation  cT  the  fibrincdytic 
mechanism.  7’i.ssue  activators  of  plasminogen  are 
released  Avhich  produce  plasmin  and  the  enzyme 
in  turn  attacks  fibrin  and  some  blood  clotting  fac- 
tors. Apparently  plasmin  also  attacks  fibrinogen 
Avhose  breakdoAvn  also  releases  inhibitors. 

In  addition  to  the  three  factors  operating  against 
in  vivo  blood  coagulation  there  are  tAvo  others  of 
considerable  importance.  The  groAvth  of  the  hemo- 
static plug  is  diluted  by  rajiicl  blood  flow  Avhich 
SAveeps  aAvay  coagulation  factors  and  mechanically 


oppcjses  the  unlimited  groAvth  of  loose  platelets  ag- 
gregates. .\nother  mechanism  described  by  Dcykin^ 
is  removal  by  the  liver  of  ac  tivated  forms  of  certain 
blood  coagulation  jiroducts.  There  are  thus  really 
five  factors  that  oppose  the  itnchecked  accretion  of 
the  hemostatic  plug;  dilution  bv  blood  flow,  hepatic 
c learance  mechanism,  appearance  of  spec  ific  inhibi- 
tors, activation  ol  the  blood  fibrinolytic  system  and 
consumjition  of  ceitain  blood  coagulation  factors. 

The  white  thrombus  which  forms  in  arteries  con- 
sists primarily  of  a platelet  fibrin  mass  much  as  that 
which  occurs  in  a transected  vessel.  The  initiating 
event  is  the  inteiaction  c;>f  circulating  platelets  with 
ati  abnormal  vessel  wall  generated  in  most  instances 
by  the  existence  ol  an  atherosclerotic  placque  but  in 
others  from  other  lesions  that  interrtipt  the  normal 
endothelial  barrier.  Initially  there  is  platelet  inter- 
action at  the  exposed  surface  of  the  arterial  wall 
with  progressive  accretion  of  a fibrin  jilatelet  mass. 
Iti  the  large  vessels  the  platelet  mass  is  initially 
non-occlnsive  but  grows  continually  as  the  blood 
stream  brings  to  it  a new  supply  of  platelets. 

Counterbalancing  the  accretion  force  is  the  dis- 
ruptive force  of  the  blood  stream  which  sweeps 
away  the  most  peripheral  jiarts  of  the  newly  formed 
thrombus.  I bus  the  white  thrombus  initially  tends 
to  be  mural  in  configurations.  As  the  mural  throm- 
bus continues  to  grow  jierhaps  in  association  with 
extension  of  expansion  of  the  underlying  lesion  the 
circulation  in  the  immediate  area  slows.  Finally  as 
the  circulation  is  completely  occluded  thrombus 
formation  proceeds  entirely  through  the  red  throm- 
bus mechanism  leading  to  the  propagating  red  tail. 

^\hth  these  mechanisms  of  the  formation  of  the 
white  thrombus  in  mind,  the  cjuestion  is  how  this 
knowledge  influences  our  concept  of  anticoagula- 
tion therapy  in  arterial  thrombosis.  .Since  the  initial 
stimulus  lor  the  formation  of  the  white  thrombus 
proceeds  through  mechanisms  that  do  not  directly 
involve  the  blood  clotting  mechanism  we  would 
actually  not  expect  anticoagulants  to  be  of  much 
benefit.  A sober  view  of  the  literature  of  the  last 
twenty  years  would  lead  us  to  the  conclusion  that 
anticoagulation  therapy  has  little  if  any  benefit  in 
the  projdiylaxis  of  the  arterial  lesion. 

■V  final  cjuestion  of  course  is  VA’hether  any  therajay 
jncsently  exists  that  would  effectively  block  aggre- 
gation of  platelets,  lliat  induced  by  A.D.P.  could 
be  blocked  but  the  chemicals  are  too  toxic  to  use. 
I.inolenic  acid  has  been  jmt  forth  as  a substance 
that  reduces  platelet  adhesiveness.®  It  is  a harmless 
food  blit  needs  further  corroboration  before  it  can 
be  considered  a truly  useful  jjrojjhylaxis  against 
arterial  thrombosis. 

L.H.N. 
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A method  so  rapid  and  h.  ^ 

, simple  that  you  Just  sioah .. . 'V;. 

uncap... press... and  discard. 

Results,  read  at  48  to  72  hours,  are  comparable 
those  of  older  standard  intradermal  tests.  The  ’a 
disposable  unit  requires  no  refrigeration  and  is 
jars.  Side  effects  are  possible  but  rare:  vesiculalion^ 
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Disseminated  Intravascular 
Coagulation 

Besides  the  red  ihroinltus  and  the  wliite  throndnis 
there  is  a third  iorin  of  throndtus  formation— the 
disseminated  hltrin  deposition  in  the  microvascula- 
inre  throughout  the  body  particularly  in  the  liver, 
kidney,  spleen  and  brain.  It  is  a reaction  which 
generally  recpiires  in  animals  the  injection  of  mul- 
tiple doses  of  bacterial  endotoxin.  It  can,  however, 
be  produced  with  a single  injection  of  endotoxin  if 
the  reticuloendothelial  systems  is  first  blocked. 

In  man  the  diffuse  deposition  of  hbrin  through- 
out the  body  is  seen  in  such  clinical  states  as 
amniotic  fluid  embolism,  incompatible  blood  trans- 
fusion reactions,  malaria  and  the  retained  dead- 
fetus  syndrome.  Most  of  these  syndromes  are  rela- 
tively infrequent.  However,  the  widespread  rein- 
troduction of  malaria  into  this  country  by  return- 
ing soldiers  from  Viet  Nam  may  signihcantly  in- 
crease the  incidence  of  disseminated  intravascidar 
coagulation  cairsed  by  malaria. 

It  is  obvious  that  the  stinudi  which  activate  the 
intrinsc  mechanism  to  cause  fibrin  deposition  in  the 
microvasculature  ought  to  be  able  to  be  derived 
from  knowledge  of  the  diseases  in  which  dis- 
seminated thrombosis  is  found.  It  is  probable  that 
in  these  diseases  sid)stances  may  be  liberated  which 
like  endotoxins  in  animals  produce  intravascular 
coagulation  in  man.  In  addition  we  need  to  know 
whether  and  in  what  way  the  liver  is  injured  in  the 
|)iocess,  which  finally  leads  to  the  crumbling  of 
the  whole  hemostatic  mechanism  producing  in  the 
patient  an  apparently  contradictory  set  of  symp- 
toms, on  the  one  hand  diffuse  intravascular  coagula- 
tion and  on  the  other  a widespread  bleeding  dis- 
order. In  animals  one  endotoxic  injection  is  enough 
to  cause  intravascular  clotting  if  the  reticulo- 
endothelial system  is  blocked. 

Fibrin  deposition  will  depend  on  which  of  the 
many  complex  factors  that  are  involved  in  hemo- 
stasis are  primarily  altered.  When  one  examines 
the  fibrin  deposits  in  the  microvasculature  in  dis- 
seminated thrombosis  one  hnds  primarily  red  cells 


and  fibrin— a meshwork  in  which  some  platelets  are 
also  trapped  in  a random  fashion.  I his  means  fi- 
brinogen is  used  ujj  and  platelets  are  used  up. 
I’  urthermore,  this  tyjie  of  thrombosis  occurs  in  the 
micro  vasculature  where  the  blood  flow  is  slowest, 
much  as  it  is  in  the  situations  in  the  larger  veins 
where  the  red  thrombus  forms.  Here  it  will  be  re- 
membered stasis  comliines  with  a state  of  hyper- 
coagulability to  facilitate  the  formation  of  the  red 
thrombus. 

It  is  postulated  that  in  the  above  syndromes  pro- 
coagulant  materials  are  released  into  the  blood 
stream  and  activate  the  blood  clotting  mechanism. 
T he  critical  steps  in  this  process  are  the  conversion 
of  prothrombin  to  thrombin  and  under  the  in- 
fluence of  thrombin  the  conversion  of  the  soluble 
protein  fibrinogen  to  an  insoluble  polymer  fibrin. 
Prothrombin  can  also  lie  converted  to  thrombin 
if  thromboplastin,  which  is  present  in  blood  vessel 
walls,  is  liberated. 

It  is  further  postulated  that  the  diffuse  stimula- 
tion of  the  blood  clotting  system  that  follows  the 
release  of  procoagulant  materials  in  the  blood 
stream  produces  an  accumulation  of  fibrin  within 
the  blood  that  is  at  first  removed  bv  the  hepatic 
reticulo-endothelial  system.  However,  if  fibrin  con- 
tinues to  form  and  to  be  transported  to  the  liver 
it  ultimately  blocks  the  hepatic  sinusoids  and  dis- 
rupts the  reticuloendothelial  function.  Blockade  of 
the  he])atic  sinusoids  leads  to  hepatic  ischemia 
which  may  also  block  the  ability  of  the  liver  to  clear 
acti\ated  soluble  blood  coagulation  factors.  In  any 
event  as  a result  of  progressive  and  unimpeded  co- 
agulation, all  blood  clotting  factors  including 
fibrinogen  are  used  uj),  with  the  damaged  liver 
being  unable  to  replenish  the  fibrinogen  supply. 

Throndiin,  however,  continues  to  be  produced 
and  now  it  activates  the  fibrinolytic  mechanism. 
It  now  attacks  fibrin  and  degrades  blood  clotting 
factors.  This  is  part  of  the  fibrinolytic  mechanism 
which  is  set  into  motion:  first  is  the  development  of 
inhibitors  against  blood  clotting  factors  such  as  V 
and  VIII,  prothrombin,  platelets  and  fibrinogen. 
Plasmin  is  formed  which  attacks  fibrin  and  blood 
clotting  factors.  The  breakdown  of  fibrogen  also 
releases  inhibitors  of  clotting. 

.\s  a result  of  this  comjjlex  interaction,  fibrin  de- 
position, failure  of  hepatic  clearance,  disappearance 
of  fibrinogen  and  activation  of  the  fibrinolytic  me- 
chanism, the  whole  hemostatic  mechanism  crum- 
bles and  the  patient  exhibits  symptoms  of  diffuse  in- 
travascular coagulation  as  well  as  a widespread 
bleeding  disorder.  Obviously  the  proper  clinical 
diagnosis  rests  on  the  recognition  of  a disease  in 
tvhich  disseminated  intravascular  coagulation  oc- 
curs. In  such  a state  there  should  be  found 
diminished  clotting  factors  V and  VIII,  a marked 
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reduction  ol  fibrinogen  as  well  as  a low  platelet 
level,  because  these  are  used  up  in  the  mesh  of  de- 
posited fibrin. 

If  there  is  a hypercoagnlable  state  as  the  basis  of 
the  process  of  disseminated  intravascular  coagula- 
tion, how  does  this  knowledge  influence  our  con- 
cepts of  therapy  in  this  grave  condition.  Siirce 
fibrin  deposition  is  primarily  due  to  a change  in  the 
blood  clotting  system  itself  one  might  expect  a 
priori  that  anticoagulation  by  heparin  would  re- 
tard the  rate  of  blood  clotting  and  fibrin  deposition 
and  miofht  be  effective  in  the  arrest  of  this  serious 

o 

disorder.  This  certainly  has  been  shown  to  be 
true  in  carefully  controlled  clinical  studies. 

L.H.N. 
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Subclavian  Artery  Obstruction 

We  should  become  more  familiar  with  the  verte- 
bral axillary  blood  diversion  syndrome  to  which 
our  attention  has  been  drawn  only  recently.  The 
reason  for  this  is  that  cerebrovascular  insufficiency 
due  to  subclavian  artery  occlusion  is  more  fre- 
quent than  we  have  hitherto  supposed.  Further- 
more it  is  very  simply  and  easily  diagnosed.  Final- 
ly its  diagnosis  in  selected  cases  can  offer  dramatic 
relief  of  symptoms  if  arterial  reconstructive  surgery 
is  carried  out  successfully. 

Contorinii  in  1960  discovered  the  phenomenon 
of  blood  diversion  from  the  vertebral  to  the  axillary 
artery  in  the  presence  of  subclavian  artery  obstruc- 
tion. In  the  following  year  Reivich  et  al^  reported 
two  patients  with  srdrclavian  obstruction  in  whom 
the  blood  from  the  brain  was  diverted  through  the 
vertebral  into  the  axillary  artery.  It  was  they  who 
showed  the  importance  of  the  siphoning  of  blood 
from  the  cerebral  circulation  to  the  arm  when  there 
is  proximal  obstruction  of  the  subclavian  artery. 

In  an  editorial  appearing  in  the  same  issue  of  the 
New  EnglandS  Journal  of  Medicine,  the  term  “Sub- 
clavian Steal’’  was  suggested  to  apply  to  this  syn- 
drome. It  caught  the  fancy  of  the  medical  pro- 
fession, but  is  not  a physiologic  concept  of  what 
actually  takes  place  because  it  is  the  brain  that  is 
robbed  of  its  blood  supply  to  provide  a collateral 
circulation  for  an  ischemic  arm."*  A physiologic  con- 
cept in  which  an  area  is  robbed  of  its  blood  to  sup- 
ply another  leads  one  to  think  of  areas  in  the  body 
other  than  the  brain  where  this  might  occur.  Is 
collateral  circulation  in  the  leg  of  this  type?  Is 
collateral  circulation  that  develops  in  the  heart  of 


a type  in  which  the  right  or  left  ventricle  is  de- 
prived of  blood  to  nourish  another?  How  badly  does 
the  deprived  area  fare?  These  are  all  physiologic 
questions  that  arise  from  the  concept  of  blood  di- 
version that  takes  place  during  developing  col- 
lateral circulation.  When  a concept  is  fruitfnl  some 
of  its  consecpiences  may  indeed  be  rewarding. 

Since  1961  many  cases  of  subclavian  obstruction 
with  blood  diversion  to  the  arm  from  the  vertebral 
artery  have  beeir  described.  In  the  literature  there 
is  documentation  of  125  such  patients  since  1964 
and  several  articles  documenting  symptomatic  re- 
lief after  successful  arterial  reconstructive  surgery 
have  since  appeared.  The  symptoms  are  those  of 
cerebral  insufficiency.  Transient  blurring  of  vision, 
syncopal  episodes,  lateralizing  motor  or  sensory 
signs,  aphasia,  and  dysarthria,  are  not  uncommon. 
The  symptoms  could  be  precipitated  if  the  patient 
suddenly  arose  or  turned  his  head  to  one  side.  Oc- 
casionally exercise  of  the  arm  can  precipitate  an  at- 
tack and  leave  aching  and  weakness  of  the  affected 
side.  Some  patients  suffered  from  recent  inability 
to  concentrate,  memory  loss,  and  mental  dulness. 
Such  symptoms  often  attributed  to  “old  age”  were 
improved  after  surgical  reconstruction. 

The  physical  examination  reveals  the  classic 
signs  of  inadequate  blood  flow  to  the  arm.  It  may 
be  cooler,  blanch  on  elevation.  There  is  weak  or 
absent  radial  pulse  on  the  affected  side  and  a 
marked  reduction  of  over  20  mm.  of  mercury  pres- 
sure on  the  aifected  side.  The  auscultatory  sounds 
are  softer  in  intensity  on  this  side.  If  there  is  in- 
complete occlusion  of  the  subclavian  artery,  then  a 
prominent  systolic  bruit  can  be  heard  beneath  the 
middle  of  the  clavicle.  Once  the  occlusion  becomes 
complete  then  the  bruit  disappears.  Excellent  vis- 
ualization of  the  subclavian  obstruction  can  be  ob- 
tained by  angiography  and  over  half  of  the  pa- 
tients show  retrograde  vertebral  flow.  It  is  not 
however  without  its  hazards  since  in  one  of  three 
of  4Vheeler’s  patients®  transtracheal  arteriography 
resulted  in  thrombosis  at  the  site  of  the  catheter. 

4Vhile  angiography  is  responsible  for  our  in- 
creased awareness  of  the  frequency  and  importance 
of  subclavian  artery  occlusion,  it  is  the  physical 
examination  that  can  establish  the  diagnosis  in 
most  patients  by  a simple  comparison  of  the  blood 
]rressure  and  pidse  in  both  arms.  If  the  occlusion  is 
not  complete  then  there  is  the  added  sign  of  a loud 
rough  systolic  murmur  over  the  subclavian  artery. 
However  an  absent  subclavicular  murmur  may 
merely  mean  that  the  artery  is  totally  occluded. 

Obviously  surgeons  are  reluctant  to  operate  on 
a patient  who  does  not  have  a pressure  gradient  in 
the  arms  or  of  course  if  the  vertebral  artery  is  closed 
or  if  there  is  a hemodynamically  insufficient  lesion. 
It  is  for  these  reasons  Wheeler  points  out  that  we 
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need  t>()(Kl  visiiali/ation  l)y  angiogra]jliy  which  iic 
perlorms  l>y  percutaneous  transiemoral  catheteri/a- 
tion  of  the  aortic  arch.  By  this  method  and  by  path- 
ological studies,  it  has  been  established  that  suh- 
claviati  artery  obstruction  is  characteristically  short 
and  segmental  and  therefore  favorable  for  surgical 
reconstruction. 

It  is  interesting  that  the  first  case  of  successful  re- 
( otistruction  of  the  subclavian  artery  with  relief 
of  neurologic  symptotns  was  reported  by  Davis, 
(hove  and  [uliati*’’  over  a decade  ago.  W'e  may  now 
expect  many  more  such  patients  to  he  recognized 
and  surgically  relieved  as  we  search  all  our  patients 
sulfering  from  cerebrovascular  di.sease  for  this 
(urahle  ahtiormality  of  the  suhclaviati  artery. 
\VI  leeler’s  collection  of  twenty  two  patients  over  a 
five  year  period  in  a small  three  hundred  bed 
hospital  itidicates  that  there  are  many  more  patients 
wtiiting  for  recognition  of  this  syiulrome. 

L.H.X. 
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Platelets,  Fatty  Acids  And 
Thrombosis 

• \n  elevated  concentration  of  free  fatty  acids 
(FF.\)  has  been  found  in  certain  pathologic  and 
physiologic  ceznditions  associated  with  throm- 
boembolic comjrlications.  Accordingly  the  ejuestion 
arises  whether  lipids  have  a potential  to  cause 
thrombosis  directly.  Floak  et  aD  in  an  earlier  sttuly 
found  that  injection  of  sodium  stearate  in  animals 
produced  ihrondti  which  had  the  morphological 
features  of  natural  thrombi  rather  than  that  of 
blood  clots  because  electron  microscopy  revealed 
that  jrlatelet  aggregates  formed  conspicious  coni- 
jionents  of  these  thrombi. 

In  a more  recent  extension  of  the  earlier  observa- 
tions, Floak  et  al  undertook  a further  study  of  other 
fatty  acids  as  well  as  stearate  ujion  platelet  aggrega- 


lion  in  \ itro  with  the  use  of  a turhidimeiric  method. 
In  this  connection  it  is  well  to  remember  that  in 
aiteries  it  is  the  white  thrombus  fom|rosed  of 
jdatelets  which  forms  the  base  for  arterial  occlu- 
sions by  thrombosis. 

.Sodium  stearate  caused  jvrompt  aggregation  in  a 
suspension  of  washed  jtlatelets.  I bis  aggregation 
was  partially  inhibited  by  the  addition  of  albumin 
although  some  aggregation  still  occurred.  When 
stearate  was  added  to  citrated  rich  plasma  it  also 
caused  prompt  microscopic  aggregation  of  jilatelets 
and  it  was  not  inhibited  by  hejrarin  in  concentra- 
tions as  high  as  six  units  of  hejxtrin/ml.  of  plasma, 
d’he  jjresence  of  calcium  seems  to  be  a neces.sary 
condition  besides  the  stearate  lor  the  aggregation  of 
platelets  to  take  jdace,  lor  if  calciuiti  is  removed  by 
FA)T.\,  then  no  aggregation  takes  jdace.  We  must 
remember,  however,  that  this  tyjK-  of  olrservation 
does  not  rule  out  a direct  effect  of  FI)T.\  aside  froitt 
its  calcium  binding. 

Linolenic  acid  jrroduced  a prompt  aggregation  of 
jtlatelets  also  when  it  was  added  to  washed  jrlatelets. 
Ffowever,  the  story  was  different  when  linolenic 
acid  was  added  to  a platelet  rich  plasma  solution, 
for  now  there  was  distinctly  less  platelet  aggrega- 
tion. It  wotild  be  interesting  to  perform  this  ex- 
periment with  normal  jtlatelet  content  of  plasma. 
Fhen  the  differences  between  the  fatty  acids  in 
their  effect  u]X)n  platelet  adhesiveness  might  rejtre- 
sent  a closer  approximation  to  the  normal  in  vivo 
condition. 

I he  real  tpiestittn  is  how  does  this  aggregation 
occur  and  whether  there  is  a mechanism  which 
ojjerates  in-vivo  to  jvromote  white  thrombtis  forma- 
tion in  arteries.  One  could  speculate  that  the  free 
fatty  acids  cause  a release  of  .ADP  from  platelets. 
But  this  cotdd  hardly  be  so  since  jjlatelet  aggrega- 
tion as  a restilt  of  ,\DP  is  reversible  and  in  the 
expeiiments  by  Hoak  they  were  not.  Then  there  is 
a jrossibility  of  release  of  .serotonin  and  histamine. 
Further  work  along  these  lines  is  indicated. 

Mahadevan-  also  found  that  long  chain  satu- 
rated fatty  acids  and  oleic  acid  |jroduced  jtlatelet 
aggregation  in  platelet  suspensions,  but  linoleic 
and  linolenic  acids  were  ineffective.  Ardlie  et  ah'* 
on  the  other  hand  found  low  concentrations  of 
stearic  acid  ineffective  in  causing  platelet  aggrega- 
tion unless  there  was  also  ])re.sent  in  the  medium 
ejrinejihrin  and  ATP.  .Such  variability  in  results 
with  fatty  acids  on  jrlatelet  aggregation  probably 
reflects  the  different  concentrations  u.sed  in  jrlatelets 
and  fatty  acids  as  well  as  the  influence  of  binding 
sites  by  plasma  albumin.  The  last  is  very  important 
since  the  un.saturated  fatty  acids  are  known  to  be 
bound  more  rapidly  by  albumin  that  are  long  chain 
saturated  acids. 
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Then,  o£  course,  any  discussion  of  platelet  aggre- 
gation studies  must  take  into  account  the  limita- 
tions of  turbidimetric  methods.  In  general  the  tur- 
bidimetric  method  seems  to  be  an  easy  and  satis- 
factory procedure  but  it  may  overlook  small  ag- 
gregation which  may  be  present  and  cause  no 
change  in  optical  density.  In  Hoak  s studies  not 
only  the  turbidimetric  method  tvas  used  but  also 
phase  contrast  microscopy  was  employed  belore  and 
after  the  addition  of  agents  being  tested  for  aggre- 
gating properties.  Although  by  this  method  micro- 
scopic aggregation  of  platelets  occurred  with  lino- 
lenic  acid,  in  platelet  rich  plasma,  in  platelet 
normal  plasma  such  an  effect  would  be  even  less 
evident  although  this  remains  to  be  studied  further. 

The  relevance  of  these  results  of  in-vitro  studies 
to  clinical  thrombosis  obviously  remains  specula- 
tive, since  the  important  question  is  whether  plasma 
FF.\  which  circulate  bound  to  albumin  ever  pro- 
duce aggregation  and  thrombosis  in  the  body  when 
platelets  are  in  normal  supply.  The  experimental 
evidence  from  experiments  performed  with  fatty 
acids  to  date  suggest  that  thrombosis  will  occur 
when  the  concentration  in  the  blood  rises  above 
the  saturation  point  of  the  two  “tight”  binding  sites 
on  the  albumin  molecule. 

Goodman^  found  that  if  the  plasma  albumin  con- 
centration were  4 g/100  ml.  then  saturation  of  the 
tight  binding  sites  would  occur  with  a plasma  FFA 
of  1150  to  1200  micro  Eg./liter.  We  should  remem- 
ber that  FFA  of  this  level  or  greater  have  been 
found  in  a number  of  physiological  and  patho- 
logical conditions  in  which  there  is  an  increased 
frequency  of  thromboembolic  complications  such  as 
diabetes,  certain  neoplastic  diseases,  hyperglycemia 
after  myocardial  infarction,  and  even  in  normal 
pregnancy  and  puerperium. 

The  hypothesis  that  fatty  acids  can  produce  hy- 
percoagulability and  thrombosis  under  more  physi- 
ological conditions  has  been  further  supported  by 
studies  on  rabbits  who  received  subcutaneous  in- 
jection of  ACTH.  In  most  such  instances  hyper- 
coagulability and  thrombosis  occurred.  These 
events  were  associated  with  high  plasma  FFA  con- 
centrations clue  to  mobilization  of  endogenous 
lipids  by  the  ACTH.  The  ACTH  dose  can  be  as 
low  as  5 unit/kg.  and  still  show  increased  throm- 
bosis within  one  hour  after  the  injection. 

Several  consecjuences  of  Hoak’s  and  other  studies 
should  be  born  in  mind.  One  is  that  heparin  is  in- 
operative against  platelet  aggregation  produced  by 
FFA.  Another  is  that  linolenic  acid  is  the  least  dam- 
aging in  the  phenomenon  of  platelet  adhesiveness 
promoted  by  fatty  acids  in  the  plasma.  The  obvious 
inference  is  that  it  is  this  unsaturated  fatty  acid  that 
could  be  useful  in  avoiding  the  phenomenon  of 


platelet  adhesiveness  in  the  formation  of  the  white 
thrombus.® 

L.H.N. 
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Myocardial  Degeneration  Without 
Inflammation 

McDermott  et  aF  report  on  28  patients  who  first 
appeared  in  the  hospital  with  heart  failure  without 
any  previous  history  of  cardiac  or  pulmonary  dis- 
ease. None  of  the  known  causes  of  heart  failure 
were  present.  However  there  were  abnormal  nu- 
tritional histories  with  heavy  ingestion  of  alcoholic 
beverages  primarily  beer.  Some  however  also  took 
hard  licjuor  in  varying  daily  amotmts  from  fiO 
ounces  to  as  much  as  300  per  day!  In  May  ot  1066 
a symposium  in  Quebec  dealt  with  a similar  type  of 
heart  failure  also  associated  with  beer  ingestion 
which  occurred  in  near  epidemic  form  in  that  city. 

The  clinical  findings  were  unmistakeable  and 
impressive;  dyspnea,  weakness  of  short  duration, 
massive  cardiac  enlargement  without  pulmonary 
edema,  hypotension  tachycardia,  gallop  rhythm, 
cyanosis  and  extreme  right  sided  failure  with  an 
over-distended  liver.  There  were  a variety  of  elec- 
trocardiographic abnormalities  particularly  of  P. 
and  T.,  but  conduction  defects,  ectopic  beats,  and 
arrhythmias  were  few. 

The  laboratory  findings  included  lactic  acidosis, 
and  a remarkable  elevation  of  serum  enzyme  levels. 
This  combination  gave  indications  of  a grave 
prognosis  and  seems  to  be  due  to  an  associated 
hepatic  necrosis  found  at  autopsy. 

The  disease  progressed  rapidly  since  1 1 ol  the 
28  patients  died  in  72  hours.  The  17  who  survived 
hatl  long  periods  of  hospitalization  and  the  sub- 
sequent prognosis  is  still  uncertain.  In  some  ways 
the  disease  represented  a nutritional  deficiency 
primarily  of  thiamine,  a frecjuent  finding  in  alco- 
holics and  a recognized  cause  of  beri-beri  heart 
disease  even  without  alcohol.  However  in  the  cases 
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reported  above  it  was  not  easy  to  diagnose  thiamine 
deficiency  as  sole  cause,  because  of  uncertain  thera- 
peutic response  to  tliiainine  administration. 

The  histopathology  of  the  heart  was  primarily 
that  of  cellular  degeneration  with  vacuolization 
and  edema.  Neither  inflammation  or  fibrosis  was 
present.  ,\  significant  difference  between  these  pa- 
tients and  those  with  beri-beri  heart  disease-  was 
the  presence  of  centrilobular  necrosis  of  the  liver 
more  severe  than  what  one  finds  in  congestive  heart 
failure  alone.  In  those  who  survived,  liver  biojjsy 
showed  nutritional  fatty  changes  and  nodular  cir- 
rhosis, obviously  a healed  state  of  hepatic  necrosis. 
Clearly  we  have  here  a new  entity,  myocardial  de- 
generation without  inflammation  and  concomitant 
centrilobular  necrosis  of  the  liver. 

riiere  are  numerous  difficulties  still  present  in 
determining  the  incidence  or  jjrevalence  of  this 
disetise  entity.  It  is  leasonable  to  assume  that  for 
every  severe  case  that  appeared  in  the  hospital, 
there  must  have  been  many  more  in  the  community 
not  sick  enough  to  retpiire  hosjiitalization.  d'he  fact 
that  they  all  ingested  large  tpiantitics  of  beer  and 
some  also  hard  litpior  should  direct  ones  attention 
to  the  relation  of  these  cases  to  alcoholic  cardiomyo- 
pathy.^ d'he  only  jioint  was  that  the  disease  was 
of  brief  duration,  and  high  mortality.  There  was 
severe  lactic  acid  accumulation,  and  unusual  serum 
enzyme  elevation,  lack  of  neuropathy  and  no  re- 
sponse to  thiamin  althotigh  thiamin  deficiency  was 
demonstrated  in  a few  of  the  cases.  This  stiggests 
that  we  are  dealing  here  with  a disea.se  either  pro- 
duced or  conditioned  hy  nutritional  deficiency.  It 
must  be  remembered  that  thiamin  recjuirements  are 
increased  when  relatively  large  amounts  of  carbo- 
hydrate are  ingested  in  the  large  amount  of  beer 
consumed. 


'I'he  hepatic  findings  may  of  course  have  been 
due  entirely  to  the  massive  heart  failure  but  it  is 
more  likely  that  the  patients  had  a concomitant 
form  of  liver  disease  perhaps  viral  in  origin  since  the 
Quebec  group  found  a high  incidence  of  antibodies 
to  iidluenza  A in  the  serum  of  their  patients. 

T he  Quebec  group  also  found  additives  in  the 
brewing  process  of  the  beer  that  these  patients  con- 
sumed. One  of  the  beers  marketed  in  Nebraska  also 
contained  cobalt.  I he  role  of  cobalt  and  other  addi- 
tives will  now  recpiire  assessment.  One  question  is 
whether  additives  or  an  unknown  factor  in  beer  can 
act  to  inhibit  thiamin  and  this  idea  certainly  needs 
to  be  actively  ])tirsned. 

Of  course  the  myocardial  degeneration  could  be 
a tlistinctly  more  complex  disea.se  than  due  to 
thiamin  deficiency  alone,  ddtere  is  the  associated 
viral  infection,  and  perhaps  additional  toxic  fac- 
tors all  acting  in  concert  to  produce  disease  in  a 
select  jjopulation,  especially  in  one  in  which  exces- 
sive Iteer  drinking  has  adversely  affected  the  health 
of  the  victims. 

.At  any  event  we  must  now  be  alert  to  a relatively 
new  cardiac  disease,  myocardial  degeneration  with- 
out inflammation  and  be  on  the  lookout  for  a com- 
bination of  excessive  beer  drinking,  viral  hepatitis, 
toxic  additives  and  thiamin  deficiency,  all  interre- 
lated in  the  production  of  this  type  of  heart  failure. 

L.H.N. 
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Coronary  Vascular  Disease  And  Hypertension 

Introduction 

Allan  V.  N.  Goodyer,  Guest  Editor 

About  50  per  cent  of  all  deaths  in  the  United  States  in  1965  were  caused  by  arteriosclerosis  and  hyper- 
tension, over  25  per  cent  being  due  to  coronary  vascular  disease  alone.  Research  endeavors  have  not  yet 
uncovered  the  causes  of  these  major  diseases,  but  they  have  advanced  our  concepts  of  pathogenesis,  and 
have  provided  new  hopes  for  prevention  and  new  methods  for  treatment. 

In  the  present  symposium,  some  of  the  recent  advances  in  the  fields  of  arteriosclerosis  and  hyper- 
tension are  presented.  The  evidence  implicating  “risk  factors”  in  the  natural  history  of  coronary  vascular 
disease  is  discussed.  Characteristics  of  pheochromocytomas,  and  methods  for  their  detection  and  treatment 
in  patients  with  hypertension  are  brought  up  to  date.  The  causes  and  management  of  accellerated  hy- 
pertension are  reviewed,  particularly  in  relation  to  the  renin-angiotension-aldosterone  system.  Finally, 
the  physiologic  bases  for  new  procedures  for  managing  angina  pectoris  and  for  treating  the  shock  and 
arrhythmias  following  myocardial  infarction  are  presented,  including  particularly  the  use  of  electronic 
pacemaker,  isuprel  and  xylocaine,  and  propranolol. 

Although  these  articles  present  no  dramatic  solutions  to  the  problems  presented  by  patients  with 
arteriosclerosis  or  the  more  common  forms  of  hypertension,  they  provide  some  hope  for  reducing  the 
ravages  of  these  diseases  in  the  near  future,  pending  more  final  discoveries  concerning  their  origins. 


Coronary  Shock 


Richard  E.  Fearon,  M.D. 

Introduction 

Presently  shock  remains  defined  in  clinical  terms 
as  a syndrome  of  signs  and  symptoms  reflecting  a 
state  of  circulatory  perfusion  grossly  inadequate  for 
general  tissue  needs.  The  familiar  signs  include 
mental  agitation  or  obtundation,  cool,  moist,  pale 
skin,  oliguria  and  usually  a low  indirect  blood 
pressure  measurement.  More  precise  quantitation 
and  definition  of  this  disorder  following  myo- 
cardial infarction  (coronary  shock)  have  been  de- 
layed by  the  difficulties  in  performing  physiologic 
studies  on  seriously  ill  patients.  Since  advent  of 
coronary  and  shock  care  units,  such  studies,  to- 
gether with  pertinent  biochemical  determinations, 
are  now  being  reported. ^ 

I plan  to  review  present  considerations  concern- 
ing the  pathophysiology  and  therapy  of  this  dis- 
order in  light  of  these  reports  and  animal  experi- 
ments in  our  laboratory. 

Pathophysiologic  Considerations 

All  forms  of  shock  result  from  inadequate  cardiac 
output,^  either  secondary  to  a severely  diminished 

From  the  Department  of  Internal  Medicine,  Yale  Univer- 
sity School  of  Medicine,  New  Haven,  Connecticut.  This  work 
was  done  during  tenure  of  a fellowship  (HE  31873-01)  of 
the  National  Heart  Institute  and  was  supported  by  a grant 
from  the  Connecticut  Heart  Association. 


ability  of  the  heart  to  pump  blood  into  the  sys- 
temic circulation  despite  a normal  or  elevated  fill- 
ing pressure  (cardiogenic  shock) , or  as  a conse- 
cjuence  of  inadequate  venous  return  of  blood  to  the 
heart.  The  reduced  venous  return  may  be  secondary 
to  hypo\'olemia  (hemorrhagic,  dysenteric,  and  trau- 
matic shock)  or  secjuestration  of  blood  due  to  ab- 
normal venodilatation  (neurogenic  shock)  or  ab- 
normal venoconstriction  (septic  shock)  . Shock 
following  myocardial  infarction  is  primarily  a form 
of  cardiogenic  shock  in  that  the  grossly  inadequate 
cardiac  output  is  mainly  the  result  of  a diminished 
pumping  ability  of  the  heart.  The  infarction  not 
only  decreases  the  mass  of  contracting  myocardium, 
but  may  also  diminish  the  effectiveness  of  the  re- 
maining normal  myocardium  by  its  paradoxic  sys- 
tolic pulsation.®  An  argument  advanced  to  refute 
the  concept  of  coronary  shock  as  essentially  a form 
of  severe  myocardial  failure  is  based  on  the  observa- 
tion that  the  left-ventricular  end  diastolic  pressure 
has  not  alw'ays  been  elevated  in  experimental 
coronary  shock.®  It  is  argued  that  the  heart  is 
therefore  not  failing.  This  argument  fails  to  recog- 
nize that  under  conditions  of  low  flow  and  pressure, 
the  left-ventricular  end  diastolic  pressure  of  the 
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failing  ventricle  may  be  normal.  An  extreme  ex- 
ample of  this  sitnaticjii  is  the  mean  circulatory 
pressure  of  7 mm.  Hg.  arrived  at  by  the  entire  cir- 
cidation  following  ventricnlai  hbrillation  in  the 
normal  clog  (certainly  an  example  of  cardiogenic 
shock) 

Reflex  mechanisms  may  have  varicnis  roles  in 
accentuating  depression  of  myocardial  fnncticjn  and 
cardiac  output  following  myocardial  infarcticjn. 
First,  pertinent  experimental  observations  suggest 
the  activation  of  reflexes  which  originate  in  the 
heart*^  and  coronary  arteries**  during  ccjronary  oc- 
clusion  and  which  prevent  the  expected  compen- 
satory peripheral  vasoconstrictive  responses  to  an 
acute  drop  in  cardiac  output.  Idle  jjossible  im- 
jjortance  of  the.se  reflexes  on  the  arterial  side  cjf  the 
circulation  lies  not  in  their  role  as  major  deter- 
minants of  shock,  as  has  been  argued, i**  but  as  po- 
tentiatcjrs  of  hyjjotensicin  which,  in  the  presence  of 
coronary  artery  disea.se,  may  further  diminish  coron- 
ary blood  flow  and  thereby  secondarily  depress  myo- 
cardial contractility.  .Second,  Costantin  has  le- 
corcled  decreased  sympathetic  activity  in  the  in- 
ferior cardiac  nerve  of  the  cat  during  cotonary  oc- 
clusion.** While  this  effect  was  temporary,  lasting 
cmly  seconds,  its  presence  suggests  the  po.ssil)ility 
that  if  more  prolonged  cardiac  sympathetic  inac- 
tivity followed  clinical  coronary  occlusion,  cardiac 
contractility  would  be  further  reduced.  Finally, 
the  demonstration  of  baroreceptive  areas  in  the 
left  ventricle  which  are  stimulated  by  left  ventricu- 
lar dilatation  and  which  cause  venoclilatation*i  has 
led  to  the  hypothesis  that  such  a reflex  may  be 
ojterative  following  myocardial  infarction.  To  the 
extent  that  venous  return  to  the  heart  is  reduced  by 
venodilataticm,  the  cardiac  outiiut  woidcl  be 
lowered  for  a given  level  cjf  myocardial  con- 
tractility in  accordance  with  the  Frank-Starling 
mechanism.  'Fhere  has  as  yet  been  no  experimental 
demonstration  of  this  reflex  following  myocardial 
infarction. 

The  role  of  the  cardiac  out]nit  in  influencing  the 
clinical  picture  of  shock  has  been  (juestioned.  W'hile 
in  the  vast  majority  of  instances  in  which  the  car- 
diac outjjnt  has  been  measured  in  patients  in  shock 
lollowing  myocardial  infarction  it  has  been  severely 
reduced,'’  there  have  been  occasional  instances 
wherein  the  retluced  output  has  been  no  lower  than 
that  ob.served  in  some  cardiac  patients  not  in  shock. 
It  woidd  seem  more  ajjpropriate  to  consider  that 
it  is  the  degree  of  imbalance  of  blood  How  to 
ti.ssne  need  which  determines  the  clitiical  syndrome. 
.\ccordingly,  care  has  been  taken  to  define  shock  in 
terms  of  “inadetjuate”  cardiac  output  rather  than 
degree  of  reduction.  Fhe  results  of  studies  of  ar- 
terial blood  lactate  and  pyruvate  concentrations  in 
patients  in  shock  supjjort  this  concejjt.^’^  During  hy- 
poxia, aerobic  oxidation  of  iiyruvate  in  the  Krebs 


cycle  is  limited,  with  a conset|uent  increased  ana- 
erobic conversion  of  pyruvate  to  lactic  acid.  Calcu- 
lation of  the  degree  to  which  this  shift  in  meta- 
bolism occurs  in  the  form  of  “excess  lactate”  then 
serves  as  an  index  of  tissue  hypoxia,  or  oxygen 
debt.*-  In  two  clinical  studies,-**  excess  lactate  has 
shown  a consistent  inverse  correlation  with  the 
survival  rates  of  patients  in  shock.  Further  use  of 
these  biochemical  determinations  in  conjunction 
with  measurements  of  cardiac  outinit  in  patients 
with  coronary  shock  are  needed,  ft  may  well  be 
that  the  level  of  excess  lactate  is  not  only  a better 
indicator  of  the  adetpiacy  of  blood  flow  than  mea- 
surement of  blootl  flow  per  se,  l)ut  also  a more  cjuan- 
titative  index  ol  the  degree  of  circulatory  impair- 
ment than  the  clinical  signs  alone.  In  the  absence  of 
facilities  to  measure  blood  lactate  and  pyruvate 
concentrations,  a rea.sonable  estimate  of  the  degree  > 
of  lacticacidemia  may  perhaps  be  made  from  mea-  ! 
surement  of  the  arterial  pH,-  provided  there  is  no 
hyjjercapnia. 

'Fo  have  stated  that  shock  remains  defined  by  the 
clinical  signs  is  not  to  imply  that  a grossly  inade-  i 
(|uate  cardiac  outjnit  cannot  exist  in  the  absence  of  , 
those  signs  which  are  also  dependent  for  their  ex- 
jjiession  upon  the  neurovascidar  responses  to  the  , 
reduced  cardiac  output.  Because  of  the  variability 
of  vasoconstrictive  responses,  the  degree  of  hypoten- 
sion commonly  fails  to  correlate  with  the  severity 
of  shock.  It  has  jtrobably  been  sufficiently  em- 
phasized that  a low  systolic  blood  pressure  of  80 
mm.  hg.  does  not  alone  indicate  shock;  it  is  not 
so  well  recognized  that  normal  pressures  may  be 
seen  in  association  with  obviously  inadequate  tis- 
sue perfusion.  The  overemjHiasis  on  hypotension  as 
an  essential  comjjonent  of  shock  is  not  newlv  recog- 
nized,*3  but  is  oft  repeated.  A normal  blood  pres- 
sure in  the  jjresence  of  coronary  shock  is  noted 
especially  in  patients  with  a history  of  hypertension. 
Conversely,  where  cutaneous  \ asoconstriction  has 
apparently  failed,  another  sign  of  shock,  the  cool, 
moist  skin,  may  not  be  seen  and  hyjjotension  may 
be  |nononnced.  Fhis  situation  has  been  especially 
seen  in  patients  with  coincident  diabetes,  malig- 
nancy, alcoholism,  cirrhosis,  and  cor  pulmonale.** 

A final  consideration  relating  to  the  blood  pres- 
sure in  shock  is  the  freejuent  discrepancy  between 
the  value  determined  indirectly  by  auscultation  of 
the  Korotkoff  .sounds  and  that  determined  directly 
through  an  intra-arterial  needle.  Ibider  conditions 
of  low  fknv  with  severe  peripheral  vasoconstriction, 
the  Korotkoff  sounds  over  the  brachial  artery  are 
related  more  to  the  velocity  of  flow  than  the  ab- 
solute pressure.*®  Thus,  in  one  study,  indirect  blood 
pressure  measurement  proved  unreliable  in  33% 
of  patients  in  shock  with  a high  peripheral  vascular 
resistance  (greater  than  1500  dyne-sec.-cm.'®).*® 

Fhese  patients  may  have  normal  intra-arterial  pres- 
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sures  in  the  absence  of  any  audible  Korotkofi 
sounds. 

Therapy  Of  Coronary  Shock 

Ideally,  patients  with  myocardial  infarction  and 
shock  should  be  cared  for  in  a well-staffed  intensive 
care  unit  equipped  to  monitor  cardiac  rhythm,  to 
measure  central  venous  and  direct  brachial  artery 
pressures,  and  to  record  dye-dilution  curves  for  cal- 
culation of  cardiac  output.  Whether,  with  our 
present  therapeutic  armamentarium,  knowledge  of 
the  status  of  these  physiologic  variables  will  allow 
therapy  that  can  decrease  the  high  mortality  rate 
(60-80%)  of  patients  with  coronary  shock  is  not 
known,  but  it  is  clear  that  these  measurements  al- 
low a rational  ajiproach  to  therapy.  The  variable 
responses  of  the  peripheral  vasculature  to  shock 
alluded  to  above  are  of  clinical  significance.  The 
studies  of  Shillingford  and  Thomas^  have  clearly 
shown  the  frequent  independence  of  blood  pres- 
sure and  cardiac  output  following  clinical  myo- 
cardial infarction.  In  addition,  it  is  possible  that 
these  physiologic  measurements  would  allow  recog- 
nition of  the  patient  likely  to  develo^i  an  inade- 
quate cardiac  output  before  overt  clinical  signs  of 
shock  have  appeared.  Earlier  recognition  may  be 
important  insofar  as  most  studies  have  suggested  an 
increased  survival  rate  when  shock  is  treated  early. 
The  ways  in  which  knowledge  of  the  status  of  these 
measurements  may  direct  therapy  will  become  ap- 
parent below. 

While  instrumentation  allows  more  precise  evalu- 
ation of  the  hemodynamic  status  of  the  patient, 
general  measures  in  the  treatment  of  coronary  shock 
are  very  important  and  must  not  be  neglected.  Re- 
lief of  hypoxemia,  acidosis,  and  electrolyte  dis- 
turbances contributes  significantly  to  stability  of 
rhythm,  cardiac  contractility,^®  and  reactivity  of  the 
heart  and  vessels  to  sympathomimetic  amines.  Oxy- 
gen by  BLB  (Boothby,  Lovelace,  Bulbulian)  mask 
should  be  immediately  administered  and  an  intra- 
venous route  secured.  There  is  a strong  clinical  im- 
pression that  relief  of  pain  with  morphine  may  re- 
lieve the  signs  of  diminished  circulatory  perfusion. 
On  the  other  hand,  morphine  must  be  given  with 
care  as  excessive  doses  may  potentiate  hypotension 
by  causing  venodilation.^^  Although  it  is  contro- 
versial whether  vasopressor  agents  have  increased 
the  survival  rate  in  coronary  shock,i®  it  does  seem 
clear  that  these  drugs  do  prolong  life  when  hypo- 
tension is  severe.  Accordingly,  a vasopressor  drug 
(aramine  or  levophed)  should  be  administered  if 
the  associated  signs  of  shock  are  present  and  hypo- 
tension is  persistent  and  severe  (systolic  blood  pres- 
sure of  70  mm.  Hg.  or  less)  in  an  attempt  to  increase 
it  to  90-100  mm.  Hg.  The  desirability  for  increasing 
a very  low  pressure  arises  out  of  consideration  for 
maintenance  of  coronary  blood  flow,  which  in  the 


ischemic  heart  is  mainly  pressure-dependent.  Ex- 
cessive elevation  of  the  pressure  adds  an  additional 
workload  to  the  heart  and  outweighs  the  advantages 
of  increased  coronary  perfusion.  The  preference 
for  these  two  vasopressors  with  both  inotropic  and 
vasoconstrictive  jjroperties  instead  of  pure  vaso- 
contrictors,  methoxamine  (vasoxyl)  or  phenyle- 
phrine (neosynephrine),  is  based  on  the  temporary 
augmentation  of  cardiac  output  achieved  with  the 
former  and  not  the  latter.^® 

Severe  rhythm  disturbances  are  life  threatening, 
potentially  reversible,  and  demand  early  treatment. 
More  subtle  arrhythmias  may  contribute  significant- 
ly to  an  inadequate  cardiac  output  following  myo- 
cardial infarction.  The  therapy  of  any  arrhythmia 
is  largely  dictated  by  the  seriousness  of  the  asso- 
ciated hemodynamic  impairment;  accordingly  their 
treatment  in  shock  is  vigorous.  Eor  purposes  of 
therapeutic  approach,  the  arrhythmias  due  to  myo- 
cardial infarction  may  be  grouped  into  three  cate- 
gories: 1.)  tachyarrhythmia,  2.)  bradycardia,  3.)  ex- 
trasystoles. The  tachyarrhythmias,  excluding  sinus 
tachycardia,  are  most  rapidly  and  safely  treated  with 
direct-current  countershock,  and  subsequent  ad- 
ministration of  one  of  the  cardiac  depressant  drugs 
(xylocaine,  procaine  amide,  quinidine)  in  main- 
tenance doses  to  prevent  recurrence.  A relative 
bradycardia  (rate  less  than  80-90/min.)  accompany- 
ing shock  is  not  uncommon  and  when  treated  may 
result  in  a significant  increase  in  cardiac  output. 
Sinus  bradycardia  may  respond  to  atropine  0. 5-2.0 
mg.  intravenously  and  maintenance  intramuscular 
doses  as  needed.-®  Isoproterenol  (isuprel)  1-2 
microgm./min.  intravenously  is  also  effective  in  this 
situation,  but  may  be  hazardous  if  ventricular  pre- 
mature beats  are  present.  The  placing  of  a trans- 
venous pacing  catheter  into  the  right  atrium  is  more 
time  consuming  than  the  administration  of  drugs 
and  its  use  in  sinus  bradycardia  with  shock  can 
await  observation  of  the  response  to  pharmacologic 
therapy.  In  atrioventricular  block  with  bradycardia, 
nodal  bradycardia,  and  slow  idioventricular  rhythm 
accompanying  shock,  a transvenous  pacing  cathe- 
ther  should  be  immediately  inserted  into  the  right 
ventricle.  Isuprel  should  be  given  until  pacing  is 
initiated.  Occasionally  right  atrial  pacing  will  be 
effective  in  nodal  bradycardia  and  sinus  arrest, 
thereby  allowing  a significant  contribution  of  atrial 
contraction  to  ventricular  filling,  with  a subsequent 
augmentation  of  cardiac  output  and  blood  pres- 
sure. In  standstill,  percutaneous  puncture  of  the 
right  or  left  ventricle  and  insertion  of  electrode 
wires  for  pacing  should  be  attempted  if  external 
massage  and  intracardiac  epinephrine  or  isopro- 
terenol have  been  ineffective.  Einally,  treatment  of 
extrasystoles  should  be  initiated  when  they  are  fre- 
quent (greater  than  5/min.)  or,  in  the  case  of  ven- 
tricular extrasystole,  when  they  occur  early  in  the 
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cycle  with  interi  upl ion  ol  the  I'  wave-'  or  when 
they  are  nuiltilonne.  In  these  sitiuitions,  the  threat 
ol  inipencling  atrial  or  ventric  iilai  tachyarrhythniia 
is  imminent.  In  addition,  Irecjnent  extrasystoles 
themselves  c;m  significantly  diminish  c:irdi;ic  out- 
put. W'e  h;ive  favored  the  u.se  cd  intravenous  xylo- 
ctiine  in  these  situations,  ;is  described  by  Lcjwn.-- 

Once  attempts  to  support  the  blood  pressure, 
stahili/e  the  rhythm,  correct  acidosis,  and  achieve 
arterial  saturation  ha\e  been  instituted,  the  status  of 
the  patient  shoidd  he  reasse.ssed.  In  perhaps  15  to 
20' i of  cases  these  measures  suffice  not  only  to  alle- 
viate hypotension  but  ahso  to  improve  cardiac  out- 
put such  that  the  other  signs  of  shock  relent.  If, 
however,  signs  of  shock  ])ersist  despite  support  of 
the  bloctd  pressure,  it  is  likely  that  the  cardiac  out- 
put remains  inadecpiate,  the  persistance  of  which,  it 
is  now  recogni/ed,  will  often  lead  to  increasing  acid- 
osis and  hypoxemia,  with  resultant  vascular  re- 
fractoriness to  aramine  and  levophed  ctinsing  pro- 
gre.ssive  hyjjotension  and  death.  In  addition  to 
measurements  of  cardiac  output,  sec|ucntial  deter- 
minations of  arterial  pll,  jrOo,  and  lactate-pyrnvate 
levels  may  help  define  such  patients.  It  might  be 
expected  that  progressive  excess  hicticacidemiti  and 
continued  very  low  cardiac  output  reflect  a de- 
teriorating situation  retpiiring  reversal,  d hese  mea- 
surements are  not  yet  available  from  studies  of  pa- 
tient material.  Our  studies  in  dogs  with  experi- 
nientttl  coronary  shock  following  repeated  endtcjliza- 
tiem  of  the  coronary  arteries  with  niicrospheres  sup- 
pcjrt  this  expectation.  The  nearly  100%  mortality 
rate  of  patients  with  continued  clinical  signs  cjf 
shock  at  this  point  of  therapy  is  also  in  accord  with 
this  concept,  .\ccordingly,  in  these  cases  a second 
]rhase  of  therapy,  aimed  at  increasing  the  cardiac 
output,  merits  considertition.  Four  methods  of 
achieving  this  have  been  proposed  and  all  remain 
experimental. 

1.  In  view  of  the  oft-observed  normal  venous 
pressure  in  coronary  shock  (possible  a consecpience 
of  some  of  the  mechanisms  described  under  “Patho- 
physiologic Considerations”),  it  has  been  again  sug- 
gested that  expansion  of  the  vascular  volume  may 
so  increase  the  filling  pressure  of  the  heart  as  to  in- 
crease the  cardiac  outjnit  via  the  Frank-Starling 
mechanism.-'''  In  some  reported  instances  of  coron- 
ary shock  this  has  proved  useful,  but  it  must  be 
remembered  that  the  level  of  the  central  venous 
pressure  (or  right  atrial  pressure)  is  not  a reflection 
of  the  pressure  in  the  less-distensible  left  atrium  and 
that  at  higher  vascular  volumes,  a given  fluid  load 
will  disproportionately  increase  the  left  atrial  pres- 
sure compared  to  the  right  atrial  pressure.-'*  The 
clinical  significance  of  these  hemodynamic  relation- 
ships lies  in  the  potential  production  of  jnilmonary 
edema  by  this  approach  to  therapy.  In  an  attempt 


RA  mmHg 
ricaiKF  I 

Two  examples  of  tlie  responses  of  left-vcnti icular  cml- 
diastolic  pressure  (L\'EI)1’)  and  inean  right  atrial  (R..\.) 
pressure  to  dextran  infusions  following  cxperinienial  pro- 
ilnction  of  shoek  by  coronary  artery  microsjrhere  emboliza- 
tion. Measurement  of  the  right  atrial  pressure  does  not 
allow  piediction  of  the  LX’F.DP  See  text. 

to  determine  a relationship  between  the  right  atrial 
;md  lelt  venirictilar  end  diastolic  pressures  which 
woitld  allow  estimation  of  the  latter  from  measure- 
ment ol  the  former  during  coronary  shock,  we  have 
mtide  simultaneoits  measurements  of  these  two 
variables  during  dextran  infusion  in  dogs  in  coron- 
ary shock  lollowing  diffuse  coronary  occlusion 
(fig.  1).  It  is  clear  th:it  there  is  no  consistent  relation- 
ship. 'Fhe  variability  is  probably  in  large  part  due 
to  variable  right  ventricular  responses  to  increa.ses 
in  pulmonary  artery  pressure,  depending  on  the 
adequttcy  of  coronary  flotv  to  the  right  ventricle. 
It  should  also  be  noted  that  quite  high  left  ven- 
tricular end  diastolic  pressures  may  be  seen  with 
normal  right  atrial  jjressures,  and  that  when  slight 
increases  in  the  latter  occur  during  dextran  in- 
fusion, the  left  ventricular  end  diastolic  pressure  is 
approaching  oncotic  pressure. 

It  must  be  pointed  out  that  these  pressure  rela- 
tionships are  derived  from  an  animal  not  previously 
in  congestive  heart  failure  before  myocardial  infarc- 
tion. Clearly  the  right  atrial  pressure  in  patients 
with  antecedent  right  heart  failure  is  higher  for  a 
given  left  atrial  pressure  than  in  patients  without 
such  a history.  In  jtatients  with  antecedent  right 
heart  failure,  the  right  atrial  pressure  may  be 
elevated  with  fluid  infusions  to  high  levels  before 
the  onset  of  pulmonary  congestion.  This  is  a com- 
mon observation  following  prosthetic  valvular 
surgery.-'’ 
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I'his  method  of  increasing  the  cardiac  output 
in  coronary  shock  may  be  beneficial  and  reasonably 
safe  if  infusions  are  stopped  as  soon  as  the  central 
venous  pressure  begins  to  rise,  and  particularly  use- 
ful if  there  is  hypovolemia  which  is  often  present 
after  prolonged  shock  and  prolonged  levophed  or 
aramine  therapy.  Whether  the  fluid  should  be  low 
molecular  weight  dextran,  regular  dextran,  or 
whole  blood  is  an  even  less  clear  issue  at  present. 

2.  Lillehei  and  Bloch^e  have  advocated  the  use 
of  alpha  adrenergic  blocking  agents,  dibenzyline  or 
regitine,  plus  volume  expansion  to  increase  venous 
return  and  tissue  perfusion  in  cardiogenic  shock. 
This  approach  has  proved  useful  in  the  low-output 
syndrome  following  open  heart  surgery,  but  its  use 
in  clinical  coronary  shock,  where  maintenance  of  the 
blood  pressure  for  perfusion  of  narrowed  coronary 
vessels  is  of  more  concern,  remains  to  be  deter- 
mined. 

3.  Several  methods  of  assisted  circulation  have 
been  described.  The  one  with  most  theoretical  j^o- 
tential  for  clinical  use  in  the  treatment  of  coronary 
shock  is  a reciprocating  pump  placed  in  series  with 
the  heart  in  such  manner  that  during  ventricular 
systole  it  removes  blood  via  femoral  cannulations, 
and  during  early  diastole  pumps  blood  back  into 
the  circulation.-'^  The  twofold  aim  is  to  reduce  the 
systolic  work  of  the  heart,  and  hence  its  oxygen 
needs  and  to  increase  diastolic  coronary  flow,  and 
hence  oxygen  availablity  to  the  myocardium.  It  has 
been  assumed  that  as  a net  result  of  these  altera- 
tions, the  anoxic  heart  would  be  in  a more  suitable 
condition  to  recover  its  ability  to  pump  and  there- 
by deliver  an  adecpiate  output.  Experimental  and 
clinical  reports  have  shown  conflicting  results. 
While  the  oxygen  needs  of  the  heart  seem  to  be  bet- 
ter met  with  this  arrangement,  the  general  circula- 
tion shows  inconsistent  improvement  with  frec[uent 
failure  of  an  increase  in  cardiac  output.  One  rea- 
son for  this  failure  may  be  the  difficulty  ot  timing 
the  mechanical  pump  pulsation  to  coordinate  with 
the  variable  timing  of  the  spontaneous  pulse  wave 
at  different  levels  of  the  aorta  and  maior  vessels.-** 

4.  Finally,  the  approach  to  this  problem  which 
we  are  presently  using  depends  on  agents  which  in- 
crease myocardial  contractility.  Digitalis  can  signifi- 
cantly increase  cardiac  output  in  both  experi- 
mentaE**  and  clinical  coronary  shock. It  has  long 
been  suspected,  however,  that  digitalis  increases  the 
risk  of  arrhythmia  in  myocardial  infarction.  It  has 
recently  been  demonstrated  experimentally  that 
digitalis  does  decrease  the  electrical  stimulus  re- 
c^uired  to  induce  an  arrhythmia  in  a normal  heart 
and  increase  the  duration  of  diastole  vulnerable  to 
an  electrically  induced  arrhythmia.^-  On  the  other 
hand,  with  lower  doses  than  commonly  used  to 
treat  congestive  heart  failure,  it  may  be  possible 


Figure  II 

Typical  cardiac  output  responses  in  two  dogs  following 
production  of  coronary  shock  and  during  therapy  with 

isuprel  ( ) or  levophed  (- ) . The  systemic  excess 

lactate  (XL)  decreases  during  isuprel  infusion  but  not  during 
levophed  infusion. 

to  avoid  inducing  arrhythmias  in  myocardial  in- 
farction.We  routinely  give  digoxin  to  patients  in 
coronary  shock,  actually  as  part  of  the  first  phase  ol 
therapy. 

Isoproterenol,  a beta-adrenergic  agent,  is  a power- 
ful inotrojric  stimulant  with  mild  vasodilating 
effects.  Unfortunately  it  potentiates  arrhythmias, 
and  for  this  reason  must  be  given  cautiously  with 
constant  monitoring  of  the  rhythm.  When  using 
isupiel  to  treat  coronary  shock,  we  are  presently  ad- 
ministering a concomitant  infusion  of  lidocaine 
(xylocaine)  in  an  attempt  to  avert  arrhythmias.  The 
rationale  for  using  an  inotropic  agent  in  a situa- 
tion wherein  the  heart  is  clamaged  lies  in  the 
thought  that  by  increasing  the  contractility  of  the 
nninvolved  myocardium,  an  adecpiate  cardiac  out- 
put may  be  attained.  This  drug  also  acts  as  a 
coronary  vasodilator*^'^  independent  of  its  inotropic 
effects,  (unlike  norepinephrine)  and  in  this  way  may 
improve  coronary  flow.  We  have  been  impressed 
with  isolated  successes  clinically  and  with  a definite 
superiority  of  isuprel  over  norepinephrine  in  the 
controlled  experiments  on  dogs  in  coronary  shock 
(fig.  2).  In  these  experiments,  the  amount  of  xylo- 
caine necessary  to  avoid  arrhythmias  has  had  little 
if  any  depressant  effect  on  myocardial  contractility. 
Careful  volume  expansion  (made  less  likely  to  pro- 
duce pulmonary  edema  by  the  inotropic  effects  of 
isuprel)  concomitant  with  intravenous  isuprel  1-4 
microgm./min.  and  xylocaine  0. 5-1.0  mg./min.  con- 
stitutes our  present  preferred  therapy  of  this  second 
phase  of  coronary  shock.  Further  clinical  studies 
of  the  parameters  mentioned  and  survival  rates  are 
necessary  before  this  approach  can  be  fully  en- 
dorsed. 
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The  Adrenergic  Nervous  System  In  The 
Normal  And  Diseased  Heart 


In  recent  years,  the  development  of  potent  sym- 
pathetic blocking  agents  has  made  it  feasible  to 
evaluate  the  importance  of  the  role  played  by 
adrenergic  (sympathetic)  innervation  upon  the  car- 
diovascular system.  Some  of  these  agents  are  used 
extensively  in  the  treatment  of  hypertension,  while 
the  newer  beta-adrenergic  blocking  agents  are  still 
undergoing  intensive  evaluation  of  their  usefulness 
in  ischemic  heart  disease  and  a variety  of  other 
cardiovascular  disorders.  Not  only  are  these  agents 
therapeutic,  but  they  are  useful  pharmacologic  tools 
for  study  of  the  part  jdayed  by  the  adrenergic  sys- 
tem uncler  normal  and  abnormal  conditions. 

Much  background  information  concerning 
adrenergic  function  has  been  derived  from  animal 
studies.  The  development  of  an  effective  surgical 
technic  for  producing  cardiac  denervation  (regional 
neuronal  ablation)^  has  enabled  the  function  of  the 
canine  heart  to  be  studied  at  rest  and  under  the 
stress  of  exercise  following  this  procedure.  These 
animals  have  been  shown  to  be  devoid  of  extrinsic 
neural  control  of  the  heart  and  after  several  weeks 
show  a fixed  heart  rate  (100-110  beats  per  minute) 
without  sinus  arrhythmia;  and  myocardial  biopsies 
reveal  extremely  low  cathecholamine  levels.-  Re- 
innervation of  both  the  parasympathetic  and  sym- 
pathetic systems  has  been  shown  to  occur  in  some  of 
the  animals  by  a year  after  the  operative  procedure. 

The  response  of  these  cardiac  denervated  animals 
to  exercise  stress  has  been  studied  by  Donald  & 
Shepherd. ® They  show  a delay  in  the  development 
of  the  increased  cardiac  output  response  to  exercise 
and  the  increased  output  which  does  occur  is  ac- 
counted for  largely  by  an  augmentation  in  stroke 
volume.  Surprisingly,  these  animals  did  not  show 
a deterioration  in  their  capacity  for  sustained  ex- 
ercise as  compared  to  normal  animals.  Thus,  it 
appears  that  animals  without  adrenergic  (and  para- 
sympathetic) control,  and  with  presumably  normal 
hearts  otherwise,  are  able  to  perform  adec|uately 
under  certain  types  of  stress,  even  though  the 
mechanism  of  response  is  somewhat  different.  It 
should  be  pointed  out  that  these  animals  were 
not  exposed  to  a stress  which  would  evoke  a maxi- 
mal cardiovascular  response  so  that  the  cardiac  re- 
serve of  the  animals  was  not  assessed.  How'ever,  one 
would  suspect  that  maximum  cardiac  performance 
would  be  depressed. 

Research  Career  Development  Awardee  K3-HE-28,086.  The 
work  referred  to  here  Jias  been  supported  by  Research  Gratit 
No.  HE-09569  from  the  National  Eleart  Institute. 
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Since  cardiac  denervation  by  this  technic  es- 
sentially recjuires  autotransplantation  of  the  heart, 
these  experiments  provide  important  information 
about  the  manner  in  which  a transplanted  heart 
may  function.  If  and  when  the  immunologic  and 
philosophic  barriers  to  this  procedure  are  over- 
come, it  would  appear  that  the  transplanted  heart 
coidd  carry  out  reasonably  adequate  function. 

Evaluation  of  the  role  of  the  adrenergic  nerves 
on  the  human  cardiac  response  has  primarily  de- 
pentled  iqjon  the  effect  of  blockade  by  phar- 
macologic agents.  Guanethidine,  which  has  been 
widely  used  for  the  treatment  of  hypertension,  has  a 
sympathetic  blocking  effect  which  appears  to  be  in- 
dependent^  of  its  catecholamine-depleting  effect.  In 
studies  designed  to  assess  the  effects  of  this  agent  on 
the  human  cardiovascular  response  to  exercise, six 
normal  subjects  were  exposed  to  identical  levels 
of  supine  leg  exercise  using  a bicycle  ergometer  be- 
fore and  after  3 weeks  of  oral  guanethidine  ad- 
ministration. These  investigations  revealed  that 
with  identical  levels  of  external  work  there  was  a 
reduction  in  mean  heart  rate  (—9  per  cent),  cardiac 
index  (—14  per  cent),  and  left  ventricular  minute 
work  (—21  per  cent).  Although  these  results  in- 
dicated clear-cut  impairment  in  association  with 
sympathetic  blockade,  the  degree  of  impairment 
was  not  great.  The  cause  of  the  latter  may  be  due 
to  the  moderate  degree  of  exercise  and  the  fact  that 
it  was  performed  in  the  supine  position. 

In  the  past  few  years  a new  type  of  agent  has  been 
found  which  blocks  only  the  effects  of  beta-receptor 
stimulation.  Ahlquist  had  clearly  defined  the 
scheme  of  two  types  of  adrenergic  receptors  (alpha 
and  beta)  which  were  responsible  for  sympathetic 
stimulation.’^  These  receptors  were  classified  purely 
on  a pharmacologic  basis  and  the  effects  of  a specific 
sympathomimetic  drug  depend  on  which  of  these 
receptors  is  stimulated  (both  may  be  stimulated  by 
certain  agents).  The  first  type,  the  alpha  receptor, 
generally  produced  a stimulating  or  excitatory 
effect  while  the  second  type,  the  beta  receptor, 
generally  produced  an  inhibitory  effect  on  the 
effector  cell.  One  of  the  major  exceptions  to  this 
general  ride  occurred  in  the  heart  and  it  was  found 
that  cardiac  excitatory  effects  were  mediated  via 
the  beta  receptors.  The  alpha  receptors  when 
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sliimilated  caused  constriction  of  1)1<kkI  vessels  in 
the  skin  and  in  skeletal  muscle. 

Dichloroisoproterenol,  the  first  agent  of  this  type, 
was  evaluatetl  in  1958.®  Because  this  drug  was  found 
to  have  some  beta-adrenergic  stinudatorv  effect  also, 
it  was  not  tised  for  further  clinical  evaluation.  The 
next  agent,  pronethalol,  was  found  to  be  an  effec- 
tive beta  adrenergic  blocking  agent  and  it  was 
used  in  a ntnnber  of  clinical  trials.  It  was  stdi- 
setpiemly  shown  to  induce  lymphosarcoma  in  the 
mouse  and  was  removetl  from  further  clinical  evalti- 
ation.  Propranolol,  the  agent  in  ctirreiu  use,  is  about 
ten  times  more  potent  than  pronethalol  ami  has 
not  been  lotind  to  have  a carcinogenic  effect.  Pro- 
pranolol produces  blockade  of  the  beta  receptors 
by  competitive  inhibition  and  thus  the  degree  of 
blockade  increases  as  the  dosage  of  the  drttg  is 
raised.  Phis  type  of  blockade  is  reversible  and  can 
lie  over-ridden  by  administration  of  isoproterenol, 
the  classic  beta-adrenergic  stimulator.  (Interesting- 
ly, although  iso]iroterenol  is  not  a naturally— oc- 
curring sidistaiue  in  the  body,  its  cardiovasctdar 
effects  most  closely  resemble  those  produced  by 
exercise,  i.e.,  increa.sed  cardiac  rate  and  contractility 
and  a decrease  in  net  systemic  vasctilar  resistance). 

With  the  development  of  propranolol,  it  was 
liossible  to  evaluate  the  effects  of  blockade  of  the 
beta-adrenergic  receptors  while  leaving  the  alpha- 
receptor  mechanism  intact.  I’his  allowed  sttidy  of 
isolated  blockade  of  cardiac  stimulation  while  ex- 
posing a sttbject  to  variotis  stresses.  Normal  in- 
dividuals were  evaluated  while  rtmning  at  high 
speed  in  the  erect  position  on  a variable-incline 
treadmill.*'  Exercise  levels  producing  exhaustion 
alter  several  minutes  were  determined  and  after  a 
stiitable  rest  either  a saline  placebo  or  0.15  mgm/kg 
of  propranolol  was  given  intravenously  and  the 
duration  of  exercise  at  the  same  intensity  level 
was  compared  to  the  initial  duration.  I’he  sttidies 
were  repeated  on  successive  days  so  that  each  of  the 
nine  subjects  received  both  placebo  and  pro- 
pranolol. Propranolol  jjroduced  a mean  reduction 
in  the  endurance  time  of  10  per  cent,  while 
the  placebo  had  no  effect  on  the  endurance  time. 
It  was  clear  that  following  beta-adrenergic  receptor 
blockade  a normal  subject  was  not  capable  of  per- 
forming high  intensity  levels  of  erect  exercise  and 
exercise  performance  was  substantially  diminished. 

Subsequently,  some  of  these  stibjects  underwent 
more  elaborate  investigations  in  which  cardiac  out- 
put (dye-dilution  technic),  arterial  and  central 
venotis  blood  pressure,  and  oxygen  consumption 
were  measured  during  similar  levels  of  erect  tread- 
mill exercise.**  When  compared  to  the  control  ex- 
ercise condition,  propranolol  administration  was 
associated  with  significant  reductions  in  cardiac  out- 
put (-22  per  cent),  heart  rate  (-19  per  cent),  mean 
arterial  pressure  (-15  per  cent),  and  left  ventricular 


minute  work  (—.84  per  cent)  and  a rise  in  central 
venous  ]nessure  (+2.8mm  Hg).  Beta-adrenergic 
blockade  was  associated  with  an  impairment  of  the  j 
cardiovascular  response  to  exercise  and  diminution  i 
in  cardiac  reserve  ami  a reduction  in  the  maximum 
oxygen  uptake  (—6  per  cent).  It  is  important  to  ■ 
stress  that  although  the  cardiovascular  response  was 
impaired,  an  increase  in  cardiac  output  did  occur 
and,  as  in  the  cardiac  denervated  dogs,  it  was 
brotight  about  by  other  available  compensatory  ' 
mechanisms. 

In  addition  to  demonstrating  that  the  adrenergic 
nervous  system  jjlays  a significant  part  in  the  nor- 
mal response  ttj  certain  physiologic  stresses,  other 
studies  have  shown  that  this  system  plays  a com- 
pensatory role  in  maintaining  ventricular  contrac- 
tility when  myocardial  function  is  depressed  by 
disease.  Studies  by  Gaffney  and  Bratinwald***  have 
shown  that  the  administration  of  gtianethidinc  to 
patients  with  congestive  heart  failure  will  cause  a 
worsening  of  the  signs  and  symptoms  of  this  condi- 
tion in  some  of  them.  7'he  results  of  these  studies 
indicate  that  an  imjrortant  compensatory  role  is 
performed  by  the  sympathetic  nervotis  system  and 
that  worsening  of  myocardial  ftinction  may  de- 
velop when  adrenergic  blocking  agents  are  ad- 
ministered to  these  patients.  Other  sttidies^^  have 
tlemonstratetl  that  norepinephrine  stores  in  cardiac 
muscle  are  strikingly  reducetl  several  weeks  follow- 
ing the  production  of  heart  failure  in  experimental 
animals.  Furthermore,  myocardial  biopsies  taken 
from  patients  with  advanced  cardiac  failure  also 
demonstrate  a reduction  of  norepinephrine.*-  It  has 
been  suggested  that  depiction  of  the  myocardial 
neurotransmitter  stores  may  be  due  to  the  chronic 
increase  in  sympathetic  activity  present  in  conges- 
tive heart  failure.  Finally,  propranolol  administra- 
tion to  normal  subjects  modifies  the  pattern  of 
sodium  excretion  in  the  direction  seen  in  patients 
with  cardiac  decompensation.’® 

With  this  backgrotmd,  an  apjnaisal  of  the  clini- 
cal effects  of  propranolol  and  its  side  effects  can  be 
better  appreciated. 

Clinical  Use  Of  Beta-Adrenergic 
Blocking  Agents 

I.  .Angina  pectoris.  Both  pronethalol  and  pro- 
pranolol have  been  shown  in  controlled  studies  to 
be  effective  in  reducing  the  frequency  of  angina 
pectoris.  Early  studies  using  propranolol  for  angina 
did  not  show  a striking  beneficial  effect,  but  the  ini- 
tial drug  dosage  was  low.  A number  of  reports  show- 
ing daily  doses  ranging  from  90  mg  up  to  400 
mg.14-17  clearly  demonstrated  its  effectiveness. 

•Although  most  patients  do  show  a good  therapeutic 
response,  there  is  a small  groiqa  of  patients  who  do 
not  show  such  an  effect. 

In  our  own  group  of  patients  the  great  majority 
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DAYS 

Figure  I 

The  effect  of  propranolol  on  the  nitroglycerin  requirement 
in  a patient  with  angina  pectoris.  The  daily  dose  of  propra- 
nolol was  40  mg  per  day  from  day  0 through  5 and  80  mg 
per  day  during  the  subsequent  drug  periods. 

have  shown  clear-cut  improvement  while  receiving 
propranolol*  as  compared  to  placebo.  Some  of 
these  patients  have  shown  complete  absence  of  an- 
gina while  most  others  show  a definite  and  signih- 
cant  reduction  in  frecpiency  (Fig.  I).  In  patients  who 
demonstrate  no  evidence  of  diminished  cardiac  re- 
serve, the  usual  starting  dose  is  40  mg.  given  four 
times  daily  with  an  attempt  to  administer  the  drug 
at  as  close  to  6 hour  intervals  as  is  practicable.  As 
with  other  adrenergic  blocking  agents,  propranolol 
may  induce  or  aggravate  congestive  heart  failure  in 
patients  with  this  propensity.  In  this  type  of  patient, 
a smaller  dose  (10  mg  four  times  daily)  is  given  and 
this  is  gradually  increased  while  observing  the  pa- 
tient for  the  development  or  worsening  of  conges- 
tive symptoms  and  signs.  If  these  occur,  they  can  be 
managed,  in  most  cases,  by  adding  or  modifying  the 
digitalis  and  diuretic  program.  In  some  patients  with 
obviously  diminished  cardiac  reserve,  digitalis  and 
diuretics  have  been  initiated  before  institution  of 
propranolol  therapy.  Initial  worsening  of  cardiac 
failure  has  been  seen  in  a few  patients,  but  it  has 
not  been  necessary  to  discontinue  the  propranolol 
in  any  of  these  patients  because  of  uncontrolled 
heart  failure.** 

What  is  the  mechanism  by  which  propranolol 
reduces  the  frequency  of  angina  pectoris?  A de- 
crease in  heart  rate,  cardiac  output  and  left  ven- 
tricular minute  work  occur  with  beta-adrenergic 
blockade.  Studies  reported  by  Wolfson  et  aF®  in- 
dicate that  ventricular  volume  diminishes  also  in 
patients  with  ischemic  heart  disease  at  rest,  but 
other  investigations^'^'-®  indicate  that  ventricular 

* Supplied  as  Inderal  by  Dr.  A.  Sahagian-Edwards  of 
Ayerst  Laboratories. 

**  These  results  will  be  reported  in  detail  subsequently. 


dimensions  are  increased  during  exercise  after  pro- 
pranolol administration.  In  Wolfson’s  study,  some 
coronary  vasoconstriction  occurred  with  beta  block- 
ade in  most  resting  patients  although  coronary 
vasodilatation  did  occur  in  one  patient  when  pro- 
pranolol was  administered  shortly  after  an  anginal 
episode.  In  most  studies,  a decrease  in  cardiac  work 
and  in  myocardial  oxygen  consumption  occurs  fol- 
lowing propranolol  administration  and  although 
there  are  a number  of  opposing  factors  involved,  it 
appears  that  the  diminished  myocardial  oxygen  re- 
c[u;rement  is  the  major  factor  responsible  tor  the 
decrease  in  angina  pectoris. 

Hamer  and  Sowton-^  have  shown  that  exercise 
tolerance  in  patients  with  angina  can  be  improved 
following  intravenous  propranolol.  Of  thirteen  pa- 
tients whose  exercise  was  limited  by  anginal  pain, 
five  of  these  developed  no  pain  and  the  remaining 
eight  patients  were  able  to  increase  the  total  amount 
of  exercise  by  60  per  cent  after  beta-blockade.  Slow- 
ing of  the  heart  did  not  appear  to  be  a critical  fac- 
tor in  the  production  of  angina  since  pain  usually 
developed  at  a slower  rate  after  propranolol.  The 
combination  of  a beta-blocking  agent  and  nitro- 
glycerin given  before  exercise  appears  to  produce 
a synergistic  effect  and  results  in  a marked  aug- 
mentation of  exercise  capacity. -- 

Does  there  appear  to  be  a paradox  here?  On  the 
one  hand,  it  has  been  shown  that  propranolol  de- 
creases exercise  tolerance  in  normal  individuals 
and  may  induce  congestive  heart  failure  in  patients 
with  diminished  cardiac  reserve  while  on  the  other 
hand,  there  appears  to  be  an  increase  in  exercise 
tolerance  in  patients  with  angina.  There  is  no  real 
paradox  since  we  are  concerned  with  two  different 
aspects  of  cardiac  function.  In  the  normal  in- 
dividual or  the  patient  with  poor  cardiac  reserve 
without  angina  a decrease  in  exercise  tolerance  re- 
sults from  a diminution  in  cardiac  output  or  a rise 
in  ventricular  filling  pressure  resulting  in  fatigue 
or  dyspnea.  In  contrast,  the  anginal  patient  is  gen- 
erally limited  by  the  typical  chest  pain  resulting 
from  myocardial  ischemia  and  this  end  point  is 
usually  reached  before  any  limitation  imposed  by  di- 
minished myocardial  reserve  occurs.  Thus  it  would 
seem  likely  that  a jiatient  with  angina  who  is  receiv- 
ing propranolol  would  have  a diminished  cardiac 
reserve  as  compared  to  his  non-propranolol  state, 
but  that  in  most  patients  this  diminished  reserve 
is  not  apparent  because  the  limiting  factor  is  still 
angina  even  though  a greater  degree  of  exercise  may 
be  recjuired  to  induce  the  angina.  In  those  anginal 
patients  in  whom  there  is  very  little  margin  between 
the  angina  threshold  and  the  threshold  imposed  by 
a diminished  functional  reserve,  there  may  be  those 
who  become  limited  by  dyspnea  or  fatigue  rather 
than  angina,  following  beta  blockade,  but  in  our 
experience,  this  is  quite  uncommon. 
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1 luis,  it  ajj])cars  tliat  the  beneficial  effect  of 
propranolol  is  tine  to  diminished  cardiac  work  and 
a reduction  in  the  myocardial  oxygen  retjiurement. 
This  wotdd  seem  to  be  only  a palliative  means  of 
theraj))',  however  this  benefit  is  readily  welcomed 
by  the  jiatient.  Onr  own  experience  was  initially 
limited  to  patients  with  severe  and  intractable 
angina,  but  recently  we  have  tentled  to  use  the  drug 
in  patients  with  less  severe  ischemic  disease,  .\side 
from  the  production  of  congestive  heart  failure 
which  shoidd  be  watched  for,  troidtle.some  sitle 
effects  from  the  drug  are  few  anil  have  been  de- 
tailetl  elsewhere.-''^ 

II.  Acute  Myocardial  Infarction 

.Snow-^  -°  reported  his  initial  results  on  the  use  of 
jjiopranolol  in  patients  with  acute  myocardial  in- 
farction. .Alternate  patients  admitted  with  a history 
of  myocardial  infarction  were  given  30-()0  mg  of 
propranolol  daily.  The  mortality  rate  in  those  who 
received  propranolol  was  13  per  cent  (7/52)  while 
the  mortality  was  29  per  cent  (l()/55)  in  those  who 
did  not  receive  the  drug.  There  ajjpeared  to  be 
fewer  deaths  from  cardiac  arrest  and  shock  in  the 
propranolol  treated  group  and  there  did  not  ap- 
pear to  be  an  increased  incidence  of  heart  failure  in 
this  group.  .Snow  readily  admitted  that  there  may 
have  been  some  deficiencies  in  the  design  of  his 
study  and  that,  although  the  results  were  encourag- 
ing, the  numbers  were  not  large  enough  to  permit  a 
final  assessment  of  the  effect  of  propranolol  in  this 
condition. 

Sidjsecjuently  Balcon  et  al-®  studied  114  patients 
who  were  randomly  given  the  drug  or  a placebo  on 
a dotdtle  blind  basis.  Only  patients  with  heart  block 
or  coma  were  excluded  from  the  study.  Fifty  pa- 
tients had  continuous  electrocardiographic  moni- 
toring. The  mortality  rate  in  the  propranolol  grotip 
was  23.2  per  cent  (13/56)  and  was  21.1  per  cent 
(11/58)  in  the  placebo  groujj.  There  was  a higher 
incidence  of  sinus  bradycardia  in  the  pro])ranolol 
group,  but  there  was  no  apparent  difference  in 
other  arrhythmias  between  the  two  groujis.  'f'hese 
workers  concluded  that  there  was  no  indication  for 
the  routine  use  of  propranolol  in  actite  myocardial 
infarction. 

Clatt.sen-'^  evaluated  110  patients  with  acute  myo- 
cardial infarction  excluding  only  those  patients 
with  a history  of  asthma.  Patients  were  randomly 
assigned  on  a double  blind  basis  and  continuous 
electrocardiographic  monitoring  was  not  carried 
out.  There  was  no  apparent  difference  in  the  inci- 
dence of  arrhythmias  in  each  group  and  the  mortal- 
ity rate  in  the  propranolol  (40  mg  daily)  group  was 
30  per  cent  while  that  of  the  placebo  group  was 
33  per  cent.  .Although  the  difference  was  not  sta- 
tistically significant,  the  mortality  rate  among  pro- 
pranolol treated  patients  with  clinically  moclerate 


infarctions  was  lower  llian  the  corresponding  con- 
trols while  in  patients  with  severe  myocardial  in- 
laritions  the  mortality  was  higher  in  the  pro- 
pranolol grotip. 

In  a multi-center  study,^*  195  jjatients  were  ran- 
domly assigned  to  propranolol  (80  mg  daily)  on  a 
doultle  blind  basis  without  cardiac  monitoring.  Pa- 
tients with  asthma,  a heart  rate  under  60  per  min- 
ute, or  a systolic  blood  pressure  under  80  mm  Hg 
were  omitted  so  that  many  seriously  ill  patients  were 
excluded,  f’he  mortality  rate  in  the  propranolol 
group  was  15  per  cent  (15/100)  while  that  of  the 
placebo  group  was  12.6  per  cent  (12/95)  and  cardiac 
lailure  and  hypotension  occurred  more  than  twice 
as  frecjuently  in  the  propranolol-treated  jjatients. 

.Since  1966, 2**  we  have  been  conilucting  an  evalua- 
tion of  jnopranolol  in  acute  myocardial  infarction 
in  the  Coronary  Care  Unit  of  the  Yale-New  Haven 
Hospital.  On  admission  to  the  Ihiit,  each  patient 
is  evaluated  and  assigned  a jjrognostic  index  figure 
ba.sed  ujjon  certain  historical  features  and  his 
physical  condition.  Patients  with  overt  congestive 
heart  failure,  shock,  heart  block,  asthma  (including 
a history),^"  or  reserpine  therajjy  are  immediately 
excltided  from  the  study,  but  their  course  is  fol- 
lowed and  analyzed.  If  patient  and  physician  con- 
sent is  obtained,  the  eligible  jjatients  are  randomly 
assigned  to  propranolol  (20  mg.  q6h)  or  placebo  on 
a dotible  blind  basis.  Eligible  patients  from  whom 
consent  is  not  obtained  are  also  followed  and 
analyzed.  Contintiotis  electrocartliographic  monitor- 
ing is  carried  out  for  72-120  hours.  The  total  num- 
ber of  patients  in  the  groups  is  still  too  small  to 
demonstrate  meaningful  results,  Init  the  mortality 
rate  in  the  propranolol  group  is  6.3  per  cent  (1/16) 
while  in  the  placebo  grotip  it  is  25  per  cent  (4/16). 
These  two  grotips  are  reasonably  comparable  in 
the  severity  of  illness.  In  the  eligible  group  from 
whom  consent  was  not  obtained,  the  mortality  rate 
was  only  7.1  per  cent  (2/28),  btit  this  group  was 
clearly  not  as  severe  as  the  two  jneceding  groups. 
The  most  seriously  ill  group  consisted  of  those  pa- 
tients e.xcluded  from  the  study  and  the  mortality 
rate  was  37  per  cent  (17/46).  There  has  been  no 
obvious  difference  in  the  freipiency  of  cardiac  ar- 
rhythmias between  the  propranolol  and  placebo 
groups,  d'his  study  is  being  continued  and  it  is 
hoped  that  some  definitive  answer  will  be  forth- 
coming. 

.At  the  present  time,  there  are  conflicting  data 
concerning  the  effectiveness  of  projiranolol  in  pa- 
tients with  acute  myocardial  infarction.  A number 
of  variables  are  involved  and  the  most  important 
probably  are  severity  of  the  clinical  condition  and 
the  dosage  of  the  agent.  It  is  hoped  that  this  situa- 
tion may  become  clearer  with  further  study. 

Beta-adrenergic  receptor  blocking  agents  have 
been  found  to  be  useftil  in  the  treatment  of  various 
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cardiac  arrhythmias,  especially  those  induced  by 
digitalis  intoxication.  A full  review  of  the  beta- 
adrenergic  blocking  agents  by  Epstein  and  Braun- 
wald^i  recently  appeared  and  this  review  should 
be  consulted  for  information  concerning  the  use 
of  the  agents  in  other  conditions. 

Summary 

The  importance  of  the  role  played  by  the 
adrenergic  nervous  system  in  the  mediation  of  nor- 
mal cardiovascular  responses  in  animals  and  in 
man,  has  been  discussed.  The  development  of  the 
beta-adrenergic  receptor  blocking  agent,  pro- 
pranolol, has  furnished  a new  pharmacologic  tool 
for  evaluating  the  effect  of  sympathetic  stimulation 
on  the  normal  and  diseased  heart.  This  agent  has 
been  shown  to  be  effective  in  the  treatment  of 
angina  pectoris  while  its  usefulness  in  the  manage- 
ment of  acute  myocardial  infarction  is  still  under 
evaluation.  It  is  expected  that  this  drug  will  be  a 
useful  addition  to  the  armamentarium  of  the  physi- 
cian managing  cardiovascnlar  disorders,  but  as  is 
the  case  with  most  potent  drugs,  care  must  be  used 
in  the  proper  selection  of  patients  and  in  the  ob- 
servation for  side  effects. 
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Pheochromocytoma:  Diagnosis  And  Management 

Robert  J.  Levine,  M.D. 


IMieochromocytomas  are  catecliolainine-produc- 
iiig  tumors  that  arise  from  chromaffin  cells  of  either 
the  adrenal  medulla  or  the  sympathetic  nervous  sys- 
tem. The  importance  of  these  tumors  to  the  physi- 
cian is  dis]jroportionate  to  their  relative  rarity.  Pa- 
tients harboring  pheochromocytomas  may  present 
with  atiy  of  a variety  of  spectacular  clinical  syn- 
dromes. The  clinical  manifestations  may  mimic  so 
faith  fid  ly  those  of  some  other  disease  such  as  thyro- 
toxicosis, cardiomyopathy  or  emotional  disturbance 
that  the  physician  may  be  distracted  for  months, 
years  or  even  forever  from  pursuing  the  correct 
diagnosis.  Untreated  pheochromocytoma  usually 
catises  the  death  of  the  patient;  incorrect  treatment 
may  either  hasten  the  lethal  termination  or  cause 
jiermanent  disability.  On  the  other  hand,  the 
prompt  implementation  of  correct  diagnostic  and 
therapeutic  procedures  usually  restilts  in  complete 
ctire  of  the  disease. 

Ill  the  jiast  15  years,  specific  chemical  assays  for 
catecholamines  and  theit  metabolites  have  beeti 
developed  and,  more  recently,  these  tests  have  been 
made  available  in  most  good  clinical  chemistry 
laboratories.  Our  ability  to  manage  these  patients 
has  also  improved  substantially  in  the  past  few 
years.  .\n  increasing  ntunber  of  patients  with  pheo- 
chromocytomas have  had  diagnoses  made  early 
enotigh  to  derive  the  fullest  possible  benefit  from 
this  improving  therapy.  In  1966,  6 patients  with 
pheochromocytoma  were  treated  on  the  medical 
and  surgical  services  of  the  Vale-New  Haven  Medi- 
cal Center  (VXHMC)  and  the  WTst  Haven  Veterans 
.Administration  Hospital  (W'HVAH).  Unfortunate- 
ly, in  the  same  year,  examples  of  patients  in  whom 
the  diagnosis  was  matle  oidy  terminally  or  at  au- 
tojrsy  continued  to  appear  in  the  literattire  (1,  2). 

This  article  reviews  the  current  concepts  of  the 
diagnosis  of  pheochromocytoma.  Some  recent  de- 
velopments in  the  management  of  patients  with 
this  tumor  are  discussed.  References  to  some  recent 
review  articles  are  provided  for  those  who  may 
wish  to  read  more  iletailed  accounts  of  some  aspects 
of  this  problem. 

Clinical  Presentation 

d he  question  is  often  asked:  in  a population  of 
hypertensive  patients,  how  does  one  select  those  on 

This  work  was  supported  by  grant  CA-08341  from  the 
National  Institutes  of  Health. 


whom  diagnostic  tests  for  idicochromocytoma 
should  be  done?  T he  answer  is  based  upon  the  often 
repeated  observation  that  many  of  these  patients 
present  no  historical  features  or  physical  findings 
that  distinguish  them  from  patients  with  essential 
hypertension,  d he  blood  jjressure  elevations  may  be 
either  sustained  or  paroxysmal;  the  hypertensive 
diathesis  may  be  severe  (malignant)  at  onset  or  may 
persist  for  many  years  as  a benign,  assymptomatic, 
low-grade  elevation  of  blood  presstire;  resjtonses  to 
non-specific  maneuvers  such  as  rest  and  sedation  or 
c(tld  pressor  tests  are  of  no  value  in  distinguishing 
between  essential  hyjjertension  and  pheochromocy- 
toma. .All  jxitients  with  hypertension  in  whom  the 
cause  is  not  known  should  have  at  least  one  screen- 
ing test  for  pheochromocytoma.  The  test  should  be 
a chemical  test  and  it  should  be  done  under  condi- 
tions that  best  assure  the  validity  of  the  result. 

The  patient  may  present  some  clinical  findings  or 
associations  that  are  particularly  suggestive  of 
jjhcochromocytoma  (I'able  I).  In  such  patients,  one 
may  wish  to  pursue  the  possibility  of  jdieochromo- 

I’AIiLE  I 

l l.N'DINGS  SUCCESlIlE  OF  I’llEOCHROMOCVTOMA 

Clinical  manifestations 
Paroxysmal  attacks* 

Signs  of  excessive  adrenergic  stimulation 
Signs  of  hypermetabolism 
Orthostatic  hypotension 
Anxiety—hyperexcitability 

I.ahoratorv  findings 
Hyperglycemia 
High  hematocrit 

.Associated  conditions 

Neurofibromatosis  (Von  Recklinghausen’s  disease) 

Retinal  angiomatosis  (\’on  Hijtpel's  disease) 

.Multiple  endocrine  adenoma 
Medullary  thyroid  carcinoma 

I'amily  history  of  pheochromocytoma  or  of  any  of  the  associ- 
ated conditions  listed  above. 


* See  text  for  discussion  of  paroxysmal  attacks. 
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Table  II 

Metabolism  of  Norepinephrine 


ENZYME 

SUBSTRATE 

PRODUCT 

Phenylethanolamine 
N-methyl  transferase 

Norepinephrine 

Epinephrine 

Catechol  o-methyl 

Norepinephrine 

Normetanephrine  (NMN) 

transferase 

Epinephrine 

Metanephrine  (MN) 

3,4-dihydroxymandelic  acid  (DOMA) 

Vanilmandelic  acid  (VMA) 

Monoamine  oxidase 

Norepinephrine 

DOMA 

Epinephrine 

DOMA 

NMN  and  MN 

VMA 

Note  that  the  catecholamines,  norepinephrine  and  epinephrine  may  be  either  methylated  to  form  NMN  and  MN, 
respectively,  or  oxidized  to  form  DOMA.  Those  that  are  first  methylated  may  then  be  oxidized  and  those  that  are  first 
oxidized  may  then  be  methylated;  either  sequence  results  in  the  same  end  metabolite,  VMA. 


cytoma  further  even  if  the  first  chemical  assay  yields 
a negative  result. 

Paroxysmal  attacks  are,  of  course,  the  classic 
manifestation  of  pheochromocytoma.  Most  com- 
monly the  symptoms  are  obvious  expressions  of  ex- 
cessive effects  of  epinephrine  or  norepinephrine. 
Some  patients  have  extreme  elevations  in  blood 
pressure  associated  with  headache,  angina  pectoris 
and/or  blanching  of  the  face  and  extremities;  this 
reflects  primarily  a-receptor  stimulation.  In  other 
patients,  /1-receptor  effects  seem  to  dominate;  there 
may  be  sweating,  facial  flushing,  rapid  palpitations, 
fever  and,  occasionally,  hypotension.  In  many  pa- 
tients these  patterns  may  be  mixed.  Anxiety  is  likely 
to  be  associated  with  most  attacks;  the  symptoms 
often  are  improperly  attributed  to  anxiety. 

A significant  number  of  patients  report  episodes 
of  bizarre  complaints,  the  pathogenesis  of  which 
seems  obscure. For  example,  one  man  treated 
recently  at  YNHMC  had  complained  for  four  years 
of  nervousness  and  for  tw'o  years  of  episodes  of  sud- 
den tingling  or  itching  in  his  scalp  sometimes  fol- 
lowed by  a slow  pounding  of  his  heart.  During  one 
such  attack  his  physician  found  that  his  systolic 
blood  pressure  was  greater  than  300  mm  Hg.  Subse- 
quent to  this  observation,  appropriate  studies  were 
undertaken  that  resulted  in  the  diagnosis  and  suc- 
cessful surgical  removal  of  a pheochromocytoma. 
We  have  come  to  regard  almost  any  form  of  peculiar 
paroxysmal  event  in  a hypertensive  patient  as  suffi- 
cient provocation  to  pursue  vigorously  the  diagnosis 
of  pheochromocytoma. 

Certain  drug  reactions  also  may  be  highly  sugges- 
tive of  pheochromocytoma.  These  patients  may  re- 
spond with  increased  rather  than  decreased  blood 
pressure  to  antihypertensive  agents  that  act  by  cate- 
cholamine release;  e.g.,  guanethidine,  reserpine  and 
methyldopa.®  This  is  particularly  apt  to  occur  when 
these  drugs  are  given  parenterally.  Patients  given  in- 
sulin to  combat  hyperglycemia  due  to  pheochromo- 


cytoma may  experience  severe  catecholamine  re- 
lease phenomena.  One  patient  at  YNHMC  re- 
cently underwent  intravenous  pyelography  in  the 
course  of  a routine  hypertensive  examination.  He 
developed  what  seemed  to  be  a mild  allergic  reaction 
followed  by  a very  severe  hypertensive  crisis.  Subse- 
quently a large  pheochromocytoma  was  discovered 
and  removed.  It  appears  that  this  patient  may 
have  experienced  a rather  novel  equivalent  of  a 
histamine  test  associated  with  the  allergic  release  of 
histamine. 

Chemical  Tests 

The  definitive  diagnosis  of  pheochromocytoma 
almost  always  is  established  by  assay  of  the  cate- 
cholamines (epinephrine  and  norepinephrine)  or 
their  metabolites  (VMA  or  metanephrines)  in 
urine.  In  order  to  use  these  tests  effectively,  the  phy- 
sician should  understand  some  basic  aspects  of  cate- 
cholamine metabolism®’’’  (Table  II). 

The  assays  that  are  made  available  by  clinical 
chemistry  laboratories  are  VMA,  total  metane- 
phrines (NMN  plus  MN)  and  free  catecholamines. 
If  done  properly,  all  of  these  assays  offer  a high  de- 
gree of  both  specificity  and  sensitivity  in  the  diag- 
nosis of  pheochromocytoma.'^  Most  commonly  avail- 
able in  routine  diagnostic  laboratories  is  the  VMA 
assay.  It  is  technically  easier  to  perform  than  the 
assay  for  catecholamines.  Specific  chemical  assays 
for  VMA  are  greatly  preferred  to  the  non-specific 
screening  tests  which  often  give  false-positive  re- 
sults. Metanephrine  assays  are  equal  in  simplicity 
and  reliability  to  VMA  assays;  they  are  less  widely 
offered  by  clinical  chemistry  laboratories  owing  to 
the  fact  that  they  were  introduced  later  than  the 
assays  for  VMA. 

Catecholamine  assays,  though  more  expensive  and 
difficult,  offer  one  important  advantage  over  assays 
for  metabolites.  It  is  possible  to  assay  selectively  for 
epinephrine  and  norepinephrine.  Tumors  asso- 
ciated with  increased  urinary  excretion  of  epine- 
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phrine  are  virtually  always  foiiiul  either  in  the 
adrenal  medulla  or  in  the  organ  of  Zuckerkandl. 
It  should  he  noted,  however,  that  the  obverse  is  not 
true.  1 he  finding  of  normal  epinephrine  excretion 
in  a patient  with  pheochromocytoma  and  high 
urinary  levels  of  norepinephrine  is  of  no  value  in 
localizing  the  tumor. 

It  is  essential  to  observe  certain  precatitions  in 
order  to  asstire  the  validity  of  these  tests.  Preferably, 
these  tests  shotild  be  done  on  jjatients  who  are  tak- 
ing no  drugs,  fhessor  amines  found  in  many  nasal 
decongestant,  antiallergy  and  antiasthmatic  prepa- 
rations may  catise  false  positive  results  in  all  of 
these  tests.  Methyldopa  will  increase  catecholamine 
levels  in  urine;  it  is  metabolized  to  an  analog  of 
norepinephrine.  Monoamine  oxidase  inhibitors  will 
increase  metane])hrines  and  decrease  VMA.  The 
physician  should  contact  the  laboratory  before  the 
test  is  ordered  to  find  out  what  test  they  do  and 
what  additional  jjrecautions  they  recommend. 

In  some  patients,  long  assymptomatic  intervals 
may  be  associated  with  normal  levels  of  cate- 
cholamines in  the  urine.  The  chances  of  obtaining 
a positive  restdt  are  enhanced  if  urine  is  collected 
during  a symjttomatic  period. 

Pharmacologic  Tests 

Helore  reliable  chemical  assays  became  generally 
available  physicians  became  ([uite  dependent  on 
jjharmacologic  tests  for  aid  in  the  diagnosis  of 
pheochromocytoma.  These  tests  are  dangerous;  at 
this  time,  their  use  is  recommended  only  in  excep- 
tional circumstances.  Among  the  drastic  residts  pre- 
cipitated by  positive  tests  are  shock,  cerebral 
hemorrhage  and  myocardial  or  cerebral  infarction. 

Intravenous  administration  of  phentolamine 
(Regitine)  to  a patient  with  high  blood  pressure 
due  to  a pheot  hromocytoma  will  usually  restilt  in 
a prompt  decrease  in  blood  pressure.®  This  test 
may  be  of  vahie  in  dealing  with  a patient  who  pre- 
sents a life-threatening  hyjjertensive  crisis;  e.g., 
encephalopathy  or  pulmonary  edema.  A positive  test 
])rovides  not  only  a diagnosis  but  also  a means  for 
treatment,  .\lthough  the  usual  dose  recommended 
is  5 mg.,  it  is  safer  to  try  a smaller  dose  of  0.5  mg 
first. 

I'he  histamine  provocative  test  may  be  of  value 
in  the  patient  with  paroxysmal  hypertension  who, 
during  a long  period  of  observation,  fails  to  have  an 
attack  and  in  whom  urinary  excretion  of  cate- 
cholamines or  metabolites  remains  normal.  Intra- 
venous administration  of  histamine  phosphate, 
0.01  to  0.05  mg,  will  usually  precipitate  an  attack.® 
The  specificity  of  this  test  is  enhanced  if  mine  is 
collected  for  catecholamine  assay  for  2 hours  be- 
lore  (control  specimen)  and  for  2 hours  after  the 
test. 


During  the  performance  of  either  of  these  tests 
appropriate  agents  to  combat  excessive  reactions 
shotdd  be  kept  readily  available:  norepinephrine 
for  the  phentolamine  test  and  phentolamine  for  the 
histamine  test. 

rhe  tyramine  provocative  test  was  introduced  by 
Lngelman  and  Sjoerdsma  in  1964.^  It  seemed  to 
offer  an  important  advantage  over  the  histamine 
test  in  that  it  was  much  safer.  Whth  small  doses  of 
tyramine  a small  but  diagnostic  elevation  in  blood 
inessure  was  obtained  in  their  patients  with  pheo- 
chromocytoma. Also,  the  unpleasant  flushing  and 
headache  associated  even  with  negative  histamine 
tests  was  not  observed.  Std^secpiently,  Sheps  and 
Maher  reported  that,  in  their  series  of  patients  with 
pheochromocytoma,  the  tyramine  test  lacked  the 
sensitivity  required  for  a reliable  screening  test.^® 
I he  eventtial  status  of  this  test  remains  to  be  de- 
termined with  continued  testing. 

Localization  Of  The  Tumor 

.\p{)roximately  80  percent  of  all  pheochromocy- 
tomas  are  found  in  the  adrenal  gland.  The  j^ossible 
sites  ol  extra-adrenal  pheochromocytomas  may  be 
predicted  on  the  basis  of  a knowledge  of  the  dis- 
tribution of  chromaffin  cells  in  the  body.®  These 
tumors  have  been  fotind  in  association  with  sympa- 
thetic nerves  in  the  neck,  thorax,  abdomen  and 
pelvis.  Extra-adrenal  and  multiple  ttmiors  are  more 
likely  to  occur  in  children  than  in  adults. 

Imjjortant  clues  as  to  location  of  tumors  may  be 
obtained  from  the  patient’s  history  and  physical 
examination.  The  attacks  may  be  associated  with 
some  particular  position  or  acti\ity;  e.g.,  a tumor  of 
the  bladder  may  catise  symptoms  in  association  with 
miettirition.  A ma,ss  may  be  felt  in  the  neck  or  ab- 
domen, jiressure  on  which  reprodtices  an  attack. 

Radiographic  technicpies  are  reejuired  to  locate 
the  ttimor  in  most  cases.  Most  of  these  tumors  will 
be  found  by  either  intravenotis  pyelography  with 
laminography  of  the  renal  and  suprarenal  areas  or 
routine  chest  films. ^ Occasionally,  more  specialized 
techniejues  are  retpiired.^^  Retrojjeritoneal  pneti- 
mograjjhy  will  provide  satisfactory  definition  of 
most  retroperitoneal  structures  and  may  be  used  in 
conjunction  with  dye-contrast  procedures. A 
method  contbining  the  safety  of  carbon  dioxide  with 
the  convenience  of  air  proposed  by  Lowman'®  is 
used  at  YNHMC.  Arteriography  may  be  useful  in 
locating  the  tumor  and  in  identifying  its  blood  sup- 
ply.^‘‘  Injection  of  contrast  dye  into  the  artery  sup- 
plying the  tumor  commonly  precipitates  a hyper- 
tensive response.  This  response  can  be  useful  diag- 
nostically; it  can  also  be  dangerotis.  It  is  essential 
to  be  prepared  to  treat  catecholamine  release  phe- 
nomena promptly  during  dye  or  gas  contrast  ro- 
entgenographic  jjrocedures  in  patients  with  pheo- 
chromocytoma. 
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Some  tumors  resist  all  efforts,  including  surgical, 
at  localization.  In  these  patients  blood  may  be 
sampled  by  catheter  from  various  sites  in  the  in- 
ferior and  superior  vena  cavae.^^  At  the  point  of 
entry  into  the  vena  cava  of  the  vein  draining  the 
tumor  there  may  be  an  increase  in  plasma  cate- 
cholamine levels. 

Treatment 

In  most  patients  with  pheochromocytoma  surgi- 
cal removal  of  the  tumor  results  in  complete  and 
permanent  cure  of  the  disease.  The  special  surgical 
and  anesthetic  problems  presented  by  this  disease 
are  discussed  in  detail  in  a recent  review^  and  are 
beyond  the  scope  of  this  article.  There  are  some 
relatively  recent  pharmacologic  developments  in 
the  management  of  this  disease  that  deserve  com- 
ment here.  These  are  of  particular  value  in  pre- 
paring patients  for  surgery  and  in  the  treatment 
of  patients  in  whom  surgery  is  not  feasible  either 
because  of  disseminated  malignant  pheochromocy- 
toma or  some  other  serious  complication;  e.g.,  myo- 
cardial infarction. 

Drugs  that  block  the  effects  of  circulating  cate- 
cholamines on  adrenergic  a-receptors  have  been 
known  for  a long  time  to  be  effective  in  the  acute 
therapy  of  hypertension  due  to  pheochromocytoma. 
Recently  it  has  been  demonstrated  that  oral  ad- 
ministration of  one  such  drug,  phenoxybenzamine 
(Dibenzyline),  may  afford  satisfactory  control  of 
hypertension  for  years. Propanolol  (Inderal)  is 
an  adrenergic  ^-receptor  blocking  agent  that  is 
now  available  only  for  investigational  use.^'^  This 
drug  has  been  found  effective  in  controlling  tachy- 
cardia, arrhythmia  and  some  other  manifestations 
of  excessive  /I-receptor  activity  in  patients  with 
pheochromocytoma.  Another  drug  that  now  has  an 
experimental  status  that  shows  promise  in  the  treat- 
ment of  this  disease  is  a-methyl-para-tyrosine.  This 
drug  acts  by  inhibiting  tyrosine-hydroxylase,  the 
rate-limiting  enzyme  in  the  biosynthesis  of  cate- 
cholamines; its  efficacy  in  patients  with  pheo- 
chromocytoma has  been  demonstrated. 

Summary 

This  article  reviews  the  current  concepts  of 
diagnosis  of  pheochromocytoma.  Some  clinical 
manifestations  and  associations  that  are  particularly 
suggestive  of  pheochromocytoma  are  outlined.  It 
is  emphasized  that  in  most  cases  assay  of  cate- 
cholamines or  their  metabolites  in  urine  is  sufficient 
to  establish  the  diagnosis.  Pharmacologic  tests  are 


dangerous  and  their  use  is  indicated  infrequently. 
Methods  available  to  localize  tumors  including 
specialized  roentgenographic  and  chemical  tech- 
niques are  discussed.  Finally,  there  are  comments 
on  some  new  pharmacologic  approaches  to  man- 
agement of  patients  with  pheochromocytoma. 
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Accelerated  Hypertension-Mechanism  And  Treatment 


Patrick  J.  Mulrow,  M.D. 

Clinical  Description 

Accelerated  or  malignant  hypertension  follows  a 
rapidly  progressive  dowrdiill  course  ending  in  death 
if  untreated.  It  is  a disease  of  young  adults,  with  a 
jjeak  ineidente  between  the  ages  of  35  and  50.  The 
diastolic  blood  jne.ssure  is  persistently  above  130 
nun  Hg.  Hemorrhages,  flull’y,  white  exudates  and/ 
or  ])apilledema  are  seen  in  the  eyegrounds,  and 
renal  damage  evidenced  by  proteinuria,  frecpiently 
hematuria  and  eventually  nitrogen  retention,  is 
jnesent.  The  early  symptoms  may  be  persistent 
headache,  nocturia,  increased  nervousness,  in- 
somnia, weakness  or  blurred  vision.  7'he  onset  is 
often  abrupt.  Occasionally  there  are  no  symptoms 
until  uremia  is  established.  .Vccelerated  hyperten- 
sion is  an  uncommon  development  of  essential  hy- 
pertension, the  reported  frecjuency  varying  from 
0.1  to  5 per  cent.  I he  0.1  per  cent  figure  is  probably 
the  more  accurate  estimation.  Males,  especially 
negro  males,  are  mcjre  prone  to  develop  it.^'2 

. Vccelerated  hypertension  is  a frecjuent  occur- 
rence in  the  uremic  phase  of  chronic  renal  disease, 
especially  chrotiic  glomerulonejjhritis.  Occasionally 
it  develops  in  patients  with  pheochromocytoma 
hut  it  rarely  develops  in  patients  with  primary  al- 
dosteronism, Cushing’s  syndrome,  or  in  patients 
without  preexisting  hypertension. 

Pathogenesis 

W’hat  is  the  pathogenesis  of  accelerated  hyper- 
tension? VVdiat  is  the  mechanism  of  the  vascular 
damage  and  jirogressive  downhill  course?  There  are 
two  hypotheses:  the  pressure  hypothesis  and  the 
renin  hypothesis. 

I.et  us  e.xamine  the  evidence  for  the  pressure 
theory.  First  of  all,  accelerated  hypertension  usually 
develops  in  those  j>atients  whose  blood  pressure  is 
persistently  high.  Raising  the  blood  pressure  iti 
animals  with  experimental  hyijertension  by  saline 
injections  can  produce  vascular  lesions  of  fibrinoid 
necrosis. 1 Lowering  the  blood  pressure  in  man  or 
animals  with  antihypertensive  drugs  mav  halt  or 
reverse  the  accelerated  phase.  In  rats  with  a clip  on 
one  renal  artery,  the  opposit  kidney  is  subjected  to 
the  high  jjre.ssure,  and  shows  evidence  of  vascular 
damage,  while  the  clipped  kidney  is  protected  and 
undamaged.  Yet  the  local  renin  concentration  is 
much  higher  in  the  clipped  kidney.  Furthermore, 
in  the  early  stages  of  accelerated  hypertension  renal 
biopsies  have  not  revealed  fibrinoid  necrosis  and  in 
a few  cases  there  are  no  renal  lesions  at  all.® 


Oliviously,  there  must  be  other  factors  besides 
]ire.ssure,  since  occasional  patients  whose  blood  pres- 
sure is  markedly  elevated  for  many  years,  never 
progress  to  accelerated  hypertension.  The  high  pre- 
valence in  negro  males  suggests  that  genetic  and 
sex  factors  jday  a role. 

1 he  other  hypothesis  is  that  kidnev  damage  pre- 
cedes the  acceleration  of  the  hypertension.  The 
renal  vascular  damage  results  in  the  release  of  a 
pressor  sidjstance,  renin,  which  in  turn  accelerates  ' 
the  hypertension  atid  the  vascular  damage.  Certain-  j 
ly  uKjst  jjatients  with  accelerated  hypertension  have  i 
evidence  of  renal  damage,  and  many  have  elevated  j 
blood  renin  concentrations.^  Injections  of  huge  ! 
doses  of  pig  reniti  and  ahlosterone  to  saline  loaded  | 
rats  produces  a malignant  form  of  hypertension.® 

In  both  man  and  animal  a renovascular  lesion  can  i 
produce  accelerated  hypertension,  presumably 
through  release  of  renin,  and  correction  of  the 
lesion  can  abolish  the  hypertension. 

Other  evidence  is  at  variance  with  this  hy- 
pothesis. Accelerated  hypertension  has  been  present 
in  jxitients  with  minimal  renal  lesions.  Although 
usually  elevated,  plasma  renin  concentrations  may 
be  normal  in  accelerated  hypertension. Renin 
levels  may  even  be  higher  in  normotensive  subjects, 
who  are  sodium  depleted,  have  cirrhosis  of  the  liver 
or  salt  losing  nephritis.®  ' In  the  latter  subject.s, 
despite  poor  renal  function  and  elevated  renin  and 
aldosterone  j^roduction,  the  blood  pressure  is  usual- 
ly normal.  Moreover,  treatment  of  patients  with 
benign  hypertension  with  diuretics  may  low'er  the 
pressure  and  abolish  symptoms  yet  increase  the  , 
blood  renin  concentration.^ 

Intravenous  infusions  of  renin  or  large  doses  of 
angiotensin  in  dogs  or  rabbits  for  as  long  as  a month 
have  not  produced  accelerated  hypertension.®  ® In 
fact,  tachyphylaxis  tlevelops  to  large  doses  of  angio- 
tensin, and  the  blood  pressure  eventually  returns  to 
normal.®  Nevertheless,  it  seems  reasonable  that  the 
elevated  production  of  renin  and  aldosterone,  by 
aflecting  sodium  balance  and  blood  pressure,  may 
play  a secondary  role  and  worsen  the  already  severe 
hypertension. 

Regardless  of  the  mechanism,  once  the  ac-  i 
celerated  phase  develops  in  the  patient  with  benign 
es,sential  hypertension,  prompt  treatment  is  manda- 


1)R.  P.-VIRICK  J.  MULROW,  .Associate  Professor  ol 
Medicine,  ^'ale  University  School  of  Medicine,  New  Haven, 
Connecticut. 


G24 


CoNNF.cTicuT  Medicine,  Septemrer,  1967 


tory  to  prevent  irreversible  vascular  damage.  With- 
out therapy,  the  mortality  rate  is  70  to  90  per  cent 
in  the  first  year.^ 

Treatment 

Accelerated  or  malignant  hypertension  is  a 
serious  life-threatening  affliction.  A search  should 
be  made  for  surgically  remedial  causes  of  accelera- 
tion, especially  renovascular  lesions.  Preexisting  hy- 
pertension may  predispose  to  the  formation  of  a 
renal  artery  j^laque.  A “hypertensive  IVP”  and  in 
many  cases  an  aortogram  should  be  done.  If  a vas- 
cular lesion  is  demonstrated,  then  its  functional 
signihcance  must  be  determined.  In  the  face  of  ac- 
celerated hypertension,  a marked  stenosis  with  jwst- 
stenotic  dilatation,  a small  kidney  on  the  stenotic 
side  and  contralateral  renal  hypertrophy,  is  suffi- 
cient evidence  to  favor  surgery.  In  other  cases,  renal 
vein  renin  concentrations,  and  a Howard  test  may 
be  necessary  to  establish  the  functional  signihcance 
of  the  lesion.  The  potential  value  of  these  tests  must 
be  weighed  against  the  hazards  in  the  severely  hy- 
pertensive patient. 

Hospitalization  is  advisable  during  the  hrst  few 
weeks  of  treatment.  Careful  but  vigorous  antihy- 
pertensive therapy  should  be  started  under  the 
guidance  of  a physician  skilled  in  the  management 
of  hypertensive  patients.  Sodium  intake  should  be 
restricted  but  care  must  be  taken  to  avoid  serious 
volume  depletion.  Although  there  is  considerable 
debate  over  the  value  of  sodium  restriction,  in  an 
occasional  patient,  especially  one  with  poor  renal 
function,  the  blood  jDressure  responds  to  a reduction 
in  sodium  intake.  Sodium  depletion  and  antihy- 
pertensive therapy  will  reduce  glomerular  fdtration 
rate  and  renal  blood  flow.  Renal  function  is  best 
followed  by  measuring  the  serum  creatinine.  The 
BUN  may  be  disproprotionately  increased  as  a re- 
sult of  a diminished  urinary  output  and  an  in- 
creased fractional  reabsorption  of  the  glomerular 
filtrate  in  the  proximal  tubule  resulting  from 
volume  depletion.  During  the  early  phase  of  treat- 
ment, the  eyegrounds,  cardiac  status,  renal  function 
and  serum  electrolytes  as  well  as  supine  and  stand- 
ing blood  pressure  should  be  evaluated  daily. 

Combinations  of  drugs  are  frequently  necessary 
to  treat  accelerated  hypertension.  Except  in  the 
hypertensive  crisis,  the  oral  route  of  administration 
is  preferred.  Time  is  important.  The  drugs  selected 
for  treatment  should  have  a high  degree  of  re- 
liability in  reducing  blood  pressure.  Guanethidine 
is  such  a drug.  Chlorothiazide  administration  in- 
creases the  effectiveness  of  guanethidine  so  that  a 
smaller  dose  is  necessary  thus  reducing  side  effects. 
An  effective  starting  regimen  is  chlorothiazide  0.5 
gm  twice  a day,  guanethidine,  30  mg  each  day.  In 
view  of  the  cumulative  action  of  guanethidine,  the 
dose  should  not  be  increased  until  after  3 day  of 
therapy.  If  hypokalemia  is  not  easily  controlled  by 


potassium  siq^plements,  aldactone  may  be  used  in 
place  of  chlorothiazide.  Occasionally,  the  addition 
of  apresoline  to  the  regimen  may  be  effective.  The 
head  of  the  bed  should  be  raised  8 inches  to  insure 
maximal  eflect  of  the  antihypertensive  drugs.  A 
sedative  or  tranc|uillizer  should  be  administered; 
phenobarbital  is  effective  and  inexpensive,  and  an 
effort  should  be  made  to  ease  the  tensions  in  the  pa- 
tient’s life. 

Once  the  blood  pressure  is  controlled  and  sta- 
bilized in  the  hospital,  the  patient  may  be  fol- 
lowed at  home  on  modified  activity.  The  patient  or 
a member  of  his  family  must  learn  to  record  the 
blood  pressure  in  the  supine  and  standing  posi- 
tion. This  is  important  for  evaluating  drug  effect, 
since  the  blood  pressure  recorded  in  the  physician’s 
office  is  often  much  higher  than  blood  pressures  at 
home  or  at  work.  During  the  early  phase  of  treat- 
ment, the  Visiting  Nurse  Association  nurse  should 
visit  the  home  once  a week  to  review  the  drug  ad- 
ministration and  blood  pressure  measurements. 
The  physician  must  review  the  case  weekly.  Fre- 
cpient  urinalysis,  blood  creatinine  and  electrolyte 
measurements  are  necessary. 

The  aim  of  therapy  is  to  reduce  the  blood  pres- 
sure to  normal  or  near  normal  without  producing 
incapacitating  symj^tonis.  Once  the  situation  ap- 
pears stable  the  visits  to  the  physician  can  be  less 
frecjuent  but  the  physician  should  see  the  patient 
at  least  monthly  during  the  hrst  year. 

Treatment  must  be  continued  indehnitely.  After 
several  years,  the  anti-hvpertensive  drugs  may  be 
withdrawn  and,  in  some  patients,  the  blood  pres- 
sure will  remain  low.  The  cost  of  treatment  in  time 
and  money  is  high  but  the  rewards  are  great.  Many 
patients  have  been  rescued  from  certain  death.  The 
5 year  mortality  rate  has  been  reduced  from  90  per 
cent  to  30  per  cent  in  patients  with  accelerated  hy- 
pertension without  azotemia. 10  Treatment  of  ac- 
celerated hypertension  with  azotemia  is  less  reward- 
ing but  even  in  this  group  if  the  accelerated  hyper- 
tension is  controlled,  a few  patients  will  have  pro- 
longed survival,  and  many,  a more  comfortable  life. 
However,  in  these  patients,  extreme  caution  must  be 
observed,  especially  when  the  BUN  is  more  than 
60  mg  per  cent,  since  the  danger  of  increasing 
uremia  is  great  when  the  blood  pressure  is  lowered 
too  precipitously. 

The  treatment  as  outlined  is  not  vigorous  enough 
for  the  rare  patient  with  hypertensive  encephalo- 
pathy and  rapidly  deteriorating  vision.  In  these 
cases  intravenous  arfonad  or  apresoline  should  be 
administered  carefully  in  an  intensive  care  unit  with 
constant  monitoring  of  the  blood  pressure,  j^tdse 
and  urine  output.  When  the  blood  pressure  and 
symptoms  are  adecpiately  controlled— usually  within 
one  to  two  days— a switch  to  intramuscular  or  oral 
medication  is  feasible. 
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"Reading  Difficulties  in  Children"  Symposium 

.\  Syinposiimi  on  “Reading  Difficulties  in  Cihildren’’  will  be  held  Ihiirsday, 
September  28  at  3:30  P.M.  at  Mary  S.  Harkness  Memorial  Anditorinm,  Yale 
I'niversity  School  of  Medicine. 

Invitations  have  been  sent  to  ophthalmologists,  ])ediatricians,  school  physi- 
sicians,  remedial  reading  leachers,  and  various  educators.  Other  physicians  inter- 
ested in  the  subject  are  welcome. 

The  symposinm  moderator  will  be  Albert  Solnit,  M.D.,  Director  of  the  Child 
Sindy  Center  and  Professor  of  Pediatrics  and  Psychiatry,  ^’ale  Ihiiversity  School 
of  Medicine.  'Phe  speakers  will  be  Louis  Cooper,  Ph.D.,  I’rofessor  of  Education, 
Lhiiversity  of  Clonnecticnt;  Herman  Goldberg,  M.D.,  Assistant  Professor  of 
Ophthalmology,  Johns  Hopkins  University  School  of  Medicine;  and  Ethelyn  H. 
Klatskin,  Ph.D.,  Assistant  Professor  of  Psychology  (Pediatrics),  Vale  University 
School  of  Medicine. 

Sponsoring  organizations  are  the  Connecticut  State  Medical  Society,  the  Con- 
necticut State  Department  of  Education,  and  the  Connecticut  Association  for 
Reading  Research.  7'he  Symposium  has  been  planned  by  the  Society's  Committee 
on  Eye  Care  and  Section  on  Ophthalmology. 
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Heart  Block  In  Coronary  Vascular  Disease 


The  reported  incidence  of  complete  heart  block 
in  acute  myocardial  infarction  ranges  from  one  to 
ten  percent.  New  constant  monitoring  methods  sug- 
gest that  the  higher  incidence  is  more  realistic,  but 
because  episodes  may  be  transient  and  clinically 
unobtrusive,  they  have  been  unrecorded,  except  by 
chance,  in  the  past.  Ninety  percent  of  known  sur- 
vivors revert  to  sinus  rhythm  within  two  weeks  and 
their  subsequent  prognosis  does  not  differ  from 
those  who  are  not  observed  to  have  this  arrhythmia. 
While  the  incidence  of  significant  heart  block  in 
acute  occlusion  may  not  exceed  ten  percent,  ante- 
cedent occlusion  is  reported  in  up  to  twenty-five  per- 
cent of  patients  with  acquired  high  grade  block. 
Postmortem  studies,  however,  suggest  that  major 
coronary  artery  disease  is  present  in  less  than  fifty 
percent  of  patients  with  heart  block  and  that  more 
commonly  all  that  is  seen  are  microscopic  areas  of 
fibrosis  which  may  be  scattered  througout  the  myo- 
cardium or  limited  to  the  areas  of  the  conduction 
system. ^’2  The  ages  of  patients  with  acquired  heart 
block  range  from  the  second  to  the  tenth  decade, 
but  over  fifty  percent  occur  in  the  seventh  and 
eighth  decade. 

Heart  block  is  associated  with  occlusion  of  the 
right  coronary  artery  and  infarction  of  the  posterior 
wall  approximately  three  times  as  often  as  with  the 
left  coronary  or  anterior  wall.  This  is  because  in 
about  ninety  percent  of  patients,  it  is  a branch  of 
the  right  coronary  artery  that  supplies  the  A-V 
node.  In  occlusions  of  the  left  coronary  artery,  with 
anterior  or  anteroseptal  infarctions,  heart  block 
may  be  due  occasionally  to  occlusion  of  the  left  cir- 
cumflex artery  when  it  supplies  the  A-V  node.  More 
commonly  it  is  associated  with  septal  damage  af- 
fecting the  conduction  system,  particularly  if  there 
is  coexistent  disease  of  the  right  coronary.  The 
mortality  rate  in  anterior  wall  infarction  with  heart 
block  is  approximately  twice  as  high  as  that  in  pos- 
terior wall  infarction  with  heart  block.  When  the 
idioventricular  complexes  remain  of  normal  dura- 
tion in  acute  infarction,  the  prognosis  for  life  is 
improved. 2 The  mechanism  precipitating  Stokes- 
Adams  seizures  appears  to  be  asystole  in  abont 
seventy-five  percent  of  the  patients,  and  ventricular 
tachycardia  or  fibrillation,  alone  or  in  combination 
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with  asystole,  in  the  remainder.  The  incidence  of 
these  episodes  in  heart  block  in  general  has  been 
reported  variously  as  thirty-five  to  sixty-seven  per- 
cent. Prognosis  for  life  is  curtailed  when  Stokes- 
Adanis  seizures  occur,  particularly  in  the  acute 
coronary  where  death  rates  in  reported  series  have 
ranged  from  thirty-five  to  one  hundred  percent. 
In  chronic  or  intermittent  heart  block,  spontaneous 
recoveries  from  repeated  episodes  of  less  severe  in- 
tensity occur  frequently.  At  times,  syncopal  episodes 
may  be  the  first  and  only  indication  that  patients, 
thought  to  be  in  sinus  or  other  stable  conducted 
rhythms,  should  be  investigated  for  the  possibility 
of  intermittent  high  grade  heart  block. 

Ventricular  bradycardia,  in  patients  with  ac- 
quired heart  block,  is  associated  with  a drop  in 
cardiac  output  to  as  low  as  fifty  percent  of  the 
normal.  Of  this,  ten  to  thirty  percent  is  due  to  loss 
of  synchronous  atrial  transport  in  complete  heart 
block  and  the  remainder  to  ventricular  dysfunction 
from  varying  degrees  of  distortion  of  the  conduction 
sequence  and  myocardial  disease.  The  more  severely 
affected  patients  have  a lower  cardiac  output  to 
begin  with,  are  unable  to  increase  this  except  by  an 
increase  in  ventricular  rate  and  even  with  artificial 
pacing  at  normal  physiologic  rates,  never  reach  a 
normal  output.  Patients  with  lesser  degrees  of 
disease,  may  have  only  a moderate  reduction  in 
cardiac  output  at  low  heart  rates  and  approach 
normal  with  artificial  pacing  at  normal  heart  rates. 
These  patients,  at  fixed  low  or  normal  heart  rates 
(40-100 /min.)  are  able,  also,  by  an  increase  in  stroke 
volume,  to  increase  their  cardiac  output  in  re- 
sponse to  exercise.  At  higher  artificial  heart  rates 
(80-140/min)  the  cardiac  output  in  both  groups  of 
patients  will  again  decrease.  This  will  occur  earlier 
in  the  rate  range  when  myocardial  disease  is  more 
severe,  the  energy  cost  of  a tachycardia  less  tolerable 
and  the  loss  of  the  atrial  contribution  in  the  fore- 
shortened diastole  more  important  to  ventricular 
filling.2-4  In  the  acute  coronary,  these  effects  are 
exaggerated.  As  the  ability  to  increase  the  cardiac 
output  by  an  increase  in  stroke  volume  is  lost,  it 
becomes  increasingly  urgent  to  effect  an  increase  in 
heart  rate  in  order  to  improve  the  cardiac  output, 
bring  the  patient  out  of  congestive  failure,  support 
the  blood  pressure  and  maintain  urinary  output. 

The  treatment  of  heart  block  is  aimed  at  the 
treatment  and  prevention  of  Stokes-Adams  attacks 
and  of  heart  failure  and  its  sequela.  Drug  therapy 
may  be  effective  in  patients  with  less  damaged 


Volume  31,  No.  9 


627 


hearts,  particularly  when  they  are  not  prone  to 
major  Stokes-Adains  seizures.  H their  mechanism 
lor  syncope  is  ventricular  fibrillation,  if  they  are 
subject  to  ventricular  irritability,  if  heart  failure  is 
severe  and  if  digitalis  increases  their  heart  block, 
then  they  are  better  treated  by  artificial  pacing. 

'The  most  effective  drugs  are  the  sympathomime- 
tic amines,  principally  ephedrine,  epinephrine  and 
isoproterenol.  T'he  first  two  may  exert  a vasopressor 
effect.  Their  principal  action  in  heart  block  is  to 
accelerate  the  idioventricular  {xicemaker,  but  they 
also  exert  an  inotropic  effect  on  the  myocardium 
and  may  facilitate  A-V  conduction.  They  are  con- 
traindicated in  the  presence  of,  or  if  they  precipitate 
irregular  or  rapid  ventricular  ectopic  activity. 
Ephedrine,  the  least  effective,  is  administered  orally, 
usually  30  to  60  mg.  every  four  hours.  Epinephrine 
is  given  subcutaneously  or  intramuscidarly  in  doses 
of  0.3  to  0.6  cc  of  a 1: 1000  solution  or  intravenously 
0.5  mgm  in  500  cc  of  isotonic  glucose,  administered 
with  caution.  In  asystole,  1 cc  of  a 1:1000  solution 
may  be  given  by  intracardiac  injection.  Isopro- 
terenol is  by  far  the  most  effective  of  the  three.  It 
ntay  be  administered  sublingually  in  doses  ranging 
from  5 to  10  mg,  three  times  a day  to  20  to  30  mg 
every  two  to  four  hours.  .A  commoidy  effective 
schedule  is  10  to  20  mg  four  times  a day  or  every 
four  hours.  Most  patients  can  tolerate  omission  of 
the  night  dose,  some  cannot.  "Ehe  subcutaneous  dose 
is  0.2  to  0.4  mgm,  administered  as  often  as  necessary 
and  tolerated.  Intravenously,  a solution  of  1 to  5 
mgm  in  isotonic  glucose  may  be  used  with  the  drop 
rate  carefully  titrated  to  the  patient’s  response. 
Some  patients  become  increasingly  unresponsive  to 
these  drugs,  even  at  the  higher  doses  and  must  turn 
to  artificial  pacing.  In  the  acute  coronary,  their  ar- 
ihythmic  effect  may  be  accentuated. 

.Atropine  is  rarely  useful  in  accelerating  the  ven- 
tricidar  rate,  requires  large  do.ses  and  is  poorly  tol- 
erated because  of  its  side  effects.  The  corticosteroids 
are  indicated  only  in  the  pre.sence  of  an  acute  in- 
flammatory reaction  when  doses  up  to  100  mg  of 
prednisone  per  day  may  be  given  brief  trial.  The 
use  of  0.16  sodium  lactate  or  lowering  of  the  serum 
potassium  by  chlorothiazide  is  generally  ineflective 
in  effecting  an  increase  in  ventricular  rate.  Digitalis 
or  the  antiarrhythmic  drugs,  such  as  procainamide 
or  qninidine  are  more  likely  to  reduce  the  ventricu- 
lar rate  or  enhance,  rather  than  allay,  disturbances 
of  rhythm  when  applied  for  this  purpose. 

\Vhen  a patient  in  heart  block  is  controlled  by 
artificial  pacing,  the  cardiac  glycosides  or  any  of 
the  antiarrhythmic  drugs  are  no  longer  contra- 
indicated and  may  be  used  to  great  profit.  Digitalis 
may  be  administered  freely  for  its  inotropic  effect 
or  for  the  control  of  supraventricular  tachycardias 
in  patients  prone  to  develop  heart  block  or  asystole 
at  therapeutic  doses.  The  antiarrhythmic  drugs,  in- 


duding  propanolol  may  l)e  used  to  suppress  ectopic 
ventrictdar  rhythms  without  concern,  as  the  re- 
sponse to  pacing  is  maintained  in  spite  of  depression 
<)f  spontaneous  ventrictdar  rhythmicity  at  thera- 
peutic doses.  This  combined  approach  greatly 
Itroadens  the  protection  afforded  the  patient  and 
extends  the  useful  range  of  both  the  pharmacologic 
and  electronic  modes. 

Artificial  cardiac  pacing  is  probably  the  best 
therapeutic  approach  to  the  significantly  or  dan- 
gerously symptomatic  patient  with  complete  heart 
l)lock  and  Stokes-Adams  seizures  or  with  a low  car- 
diac output  resulting  in  cardiac,  renal  or  cerebral 
decompensation.  A ])roblem  in  the  past  has  been 
to  match  the  etpiipment  a|rpropriately  to  the  pa- 
tient’s underlying  rhythm. 

In  conqjlete,  or  stable  2:1  heart  block,  or  a slow' 
sinus  mechanism,  fixed  rate  asynchronous  pacing 
eliminates  Stokes-Adams  seizures  due  to  asystole 
and  virtually  eliminates  the  appearance  of  ventricu- 
lar tachycardia  and  fibrillation  secondary  to  ven- 
tricidar  bradycardia.  I’he  imposed  rhythm,  at  nor- 
mal or,  if  necessary,  at  transiently  increased  heart 
rates  of  up  to  1 10  beats/min.  also  suppresses  ven- 
tricular extrasystoles,  reduces  the  possibility  of  con- 
flict between  spontaneous  and  artificial  impulses 
and  improves  cardiac  function.  This  same  approach 
may  be  ajjplied  to  over-ride  and  suppress  multiple 
or  multifocal  ventricular  extrasystoles  in  patients 
tvithout  heart  block.  In  patients  w'ho  revert  to  sinus 
rhythm  or  supra-ventricular  conduction  during 
fixed  rate  ])acing,  competition  ensues  and  ventricu- 
lar contraction  is  initiated  by  whichever  stimulus 
airives  first  in  a nonrefractory  period.  In  most  in- 
stances this  appears  to  cause  no  overt  difficulty.  Oc- 
casionally, how'ever,  the  irregular  rhythms  that  re- 
sult are  disturbing  to  the  patient,  may  effect  cardiac 
function  and  rarely  may  precipitate  ventricular 
tachycardia  or  fibrillation  when  a succeeding  im- 
pulse from  either  source  falls  on  the  hypersensitive 
zone  of  the  T wave  of  the  preceding  beat.  This 
last  (onq)lication  is  seen  most  often  in  sick  patients, 
particularly  the  recent  coronary  or  tho.se  who  are 
j)ostoperative  from  cardiac  surgery  or  anoxic  or 
acidotic  for  any  reason. 

The  problem  of  competition  is,  at  present,  being 
solved  by  the  development  of  demand  systems  that 
w'ill  jii'ovide  effective  contractions  only  when  the 
patient  is  bradycardiac  or  asystolic.  The  first  unit 
applicable  in  this  fashion  w'as  the  synchronous  pace- 
maker which  requires  an  atrial  sensor  as  well  as  a 
ventricular  pacer  electrode.  This  instrument  was 
designed  originally  to  function  as  an  electrical  sub- 
stitute for  a damaged  .A-V  conduction  system.  By 
providing  a ventricular  contraction  synchronized  to 
follow'  an  atrial  stimulus  at  a normal  interval,  it 
took  advantage  of  the  atrial  contribution  to  ven- 
tricidar  filling  and  was  responsive  to  physiologic 
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needs  through  the  normal  mechanisms  altering  the 
atrial  rate.  Inbuilt  blocking  circuits  limit  the  re- 
sponse to  sinus  or  supraventricular  tachycardias  and 
keep  the  ventricular  rate  within  normal  limits.  If 
the  atrial  signal  is  lost  or  sinus  bradycardia  ensues 
the  pacemaker  is  designed  to  maintain  a reasonable 
ventricular  rate  by  dropping  into  fixed  rate  pacing. 
This  system,  however,  requires  a stable  atrial 
rhythm  for  optimal  function  and  is  j^oorly  respon- 
sive to  the  intrusion  of  ventricular  extrasystoles  or 
to  nodal  rhythms  or  atrial  fibrillation. 

Two  other  types  of  pulse  generators  have  been 
designed  which,  because  they  are  based  on  ventricu- 
lar, rather  than  atrial  sensors,  can  accommodate 
themselves  to  the  rhythms  that  the  P wave  syn- 
chronous pacemaker  cannot  handle.  The  first  of 
these  is  a modification  of  the  P wave  synchronous 
pacemaker  in  which  a single  electrode,  applied  to 
the  ventricle,  senses  ventricular  activity  and  im- 
mediately applies  a ventricular  stimulus.  This 
stimulus  falls  in  the  early  completely  refractory 
period  of  the  spontaneous  QRS  and  is  functionally 
inactive  during  any  ventricular  rhythm  above  a 
preset  minimal  normal  base  rate.  Should  ventricu- 
lar bradycardia  or  asystole  occur,  the  pacemaker 
reverts  to  fixed  rate  stimulation  at  this  preset  low 
normal  rate.  In  the  second  system,  feedback  along 
the  single  electrode  from  a spontaneous  ventricular 
beat  blocks  a stimulus  output  entirely  unless  the 
interval  to  the  next  spontaneous  R wave  is  longer 
than  that  established  to  provide  a low  normal  safe- 
guard ventricular  rate.  Should  this  occur,  fixed  rate 
pacing  ensues  which  continues  until  forshortened 
R-R  intervals  again  block  the  pacemaker  output. 
These  several  pulse  generators  for  fixed  rate,  de- 
mand and  synchronous  pacemaking  are  now  be- 
coming available  for  application  by  percutanious 
transvenous  routes  with  the  generators  explanted 
or  by  pervenous  or  myocardial  routes  with  the  pulse 
generators  completely  implanted.  An  additional 
unit  has  been  marketed  applicable  either  by  the 
pervenous  or  myocardial  route  which  consists  of  an 
implantable  receiving  coil  attached  to  the  electrode 
with  an  exteriorized  pulse  generator  providing 
fixed  rate  pacing  by  induction  through  a coil  ap- 
plied to  the  skin  over  the  receiver. 

Several  routes  of  application  of  these  pacing 
modes  have  been  developed.  The  first,  and  simplest, 
is  transcutaneous  thoracic  stimulation  by  external 
electrodes  attached  to  an  external  pulse  generator. 
This  is  the  usual  method  applied  first  in  emer- 
gencies and  is  commonly  available  as  part  of  most 
intensive  care  monitoring  systems.  It  supplies  asyn- 
chronous jjacing  at  rates  that  can  be  fixed  by  the 
control  of  the  exteriorized  generator  and  can  be 
set  to  be  automatically  initiated  by  an  asystolic 
alarm  through  sensors  attached  to  peripheral  elec- 


trocardiographic leads.  This  method  is  painful  be- 
cause of  the  general  galvanic  response  it  produces; 
is  not  always  effective  and  prolonged  use  should  be 
planned  only  if  no  more  direct  method  is  available. 
The  second  method  is  application  of  percutaneous 
transvenous  catheter  electrodes  to  the  mid-outflow 
or  apex  of  the  right  ventricle.  The  three  major  varia- 
tions of  this  approach  are:  1)  Transjugular  inser- 
tion through  the  right  or  left  external  jugular,  or  if 
necessary,  internal  jugular  vein,  using  a radiopaque 
catheter*  inserted  under  fluoroscopic  control  to 
the  outflow  of  the  right  ventricle,  if  the  catheter  is 
moderately  stiff,  or  to  the  apex  if  it  is  moderately 
soft.  Use  of  the  brachial  vein  is  relatively  unsafe  as 
arm  motion  results  in  catheter  motion  in  the  heart 
and  may  cause  interruption  of  pacing  or  rarely  per- 
foration of  the  myocardium.  2)  Ajiplication  of  a 
semi-stiff  radiopaque  catheter  under  fluoroscopic 
control  to  the  apex  of  the  right  ventricle  through 
specially  designed  Teflon  needles  inserted  percu- 
taneously  into  the  femoral  vein.  Only  limited  ambu- 
lation may  be  allowed  if  this  route  is  used.  3)  The 
third  method  employs  the  extremely  light  Davis  & 
Geek  electrode**  used  as  described  by  Kimball  and 
Killip.  These  electrodes  can  neither  be  visualized  or 
manipulated.  They  are  floated  into  the  blood 
stream  through  needles  inserted  in  the  brachial, 
subclavian  or  external  jugular  veins.  Their  course 
to  the  heart  is  controlled  by  the  flow  of  blood  and 
their  position  ascertained  by  constant  monitoring 
through  the  V lead  of  the  electrocardiogram  at- 
tached to  the  exteriorized  portion  of  the  electrode. 
These  three  approaches  are  relatively  safe,  effec- 
tive and  offer  little  stress  to  the  patient.  Another 
percutaneous  approach,  to  be  reserved  for  acute 
emergencies,  is  transthoracic  direct  left  ventricular 
myocardial  insertion  of  an  electrode  through  a 
special  needle.***  Pacing  by  all  of  these  percu- 
taneous routes  may  be  by  the  pulse  generators  of 
monitor  systems  but  is  much  safer  when  applied  by 
isolated  transistorized  battery  powered  units.  These 
small  generators  are  manufactured  by  several  com- 
panies in  the  asynchronous  mode  and  by  several 
in  demand  modes.  All  of  these  companies  also 
manufacture  completely  implantable  units  for  elec- 
trodes, placed  by  thoracotomy,  directly  on  the  myo- 
cardium.**** Most  of  the  companies  have  trans- 

* United  States  Catheter  & Instrument  Co.,  Glen  Falls. 
N.  Y.  or  Electro-Catheter  Co.,  Linden,  New  Jersey. 

**  Davis  & Geek  Division  of  American  Cyanamid  Co., 
Danbury,  Connecticut. 

***  Electro-Catheter  Co.,  Linden,  New  Jersey. 

****  Medtronic  Inc.,  Minneapolis,  Minn.,  Cordis  Co., 
Miami,  Elorida,  Electroydne,  AYestwood,  Mass.,  General 
Electric,  X-ray  Dept.,  Milwaukee,  Wisconsin,  American  Opti- 
cal Co.,  Chelsea,  Mass.,  and  Airborne  Instruments  Laboratory, 
Mellville,  L.  I.,  N.  Y. 
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\enous  inodificalions  of  their  completely  implant- 
able designs,  riiese  do  not  require  either  thoraco- 
tomy or  general  anesthesia  and  are  particularly  satis- 
factory for  the  elderly,  the  sick  and  the  recent 
coronary.^’® 

The  routine  of  approach  to  a patient  in  sympto- 
matic heartblock  will  vary  with  the  urgency  of  the 
situation.  Most  urgent  is  the  patient  with  major,  re- 
current Stokes-Adams  seizures  or  the  recent  coronary 
with  bradycardia,  shock,  heart  failure  or  Stokes- 
.Adams  seizures  of  any  degree  of  severity,  rreatment 
for  the  syncopal  episodes  should  be  initiated  imme- 
diately by  closed  chest  transcutaneous  stimulation. 
.At  times,  a sharp  blow  to  the  anterior  chest  wall  will 
shock  a patient  out  of  ventricidar  asystole  or  fibrilla- 
tion. .As  soon  as  possible,  a percutaneous  trans- 
venous catheter  should  be  passed  to  the  right  ven- 
tricle and  pacing  initiated  by  fixed  rate  asyn- 
chronous stimulation  if  block  is  complete  or  the 
patient  intrudes  ventricular  premature  systoles  that 
can  be  over  ridtlen  by  an  increase  in  paced  rate. 
When  available,  in  unstable  rhythms,  demand  pac- 
ing is  preferable.  .A  patient  already  in  ventricular 
fibrillation  cannot  be  paced  until  counter  shock  is 
used  to  re-establish  a slow'  or  coordinate  rhythm. 
Defibrillation  and  pacing  are  relatively  difhcidt  to 
elfect  and  maintain  in  the  anoxic  or  acidotic  pa- 
tient and  closed  chest  message,  airway  care  and 
oxygen  and  base  sujjplement  may  be  required  as 
part  of  the  therapeutic  approach  even  before  pac- 
ing is  established.  Pacing  by  a pervenous  route, 
femoral  for  a short  term  or  jugular  for  long,  should 
be  continued  as  long  as  the  patient  is  unstable  and 
until  it  is  evident  either  that  the  incident  is  transient 
and  the  pacemaker  may  be  removed  or  that  the 
situation  is  fixed  and  permanent  pacing  should 
be  considered.  Electrodes  passed  by  the  femoral  or 
brachial  route  are  usually  removed  after  7-10  days 
because  of  the  risk  of  thrombosis  or  motion  dis- 
location of  the  electrode.  Those  passed  by  the  jugu- 
lar route  may  remain  in  situ  for  months  to  years  if 
necessary,  with  due  care  given  to  the  potential  in- 
cidence of  bacteremia,  and  are  safe  and  stable. 
Catheters  originally  in  the  leg  or  arm,  therefore, 
may  be  transferred  to  the  jugular  route  if  prolonged 
observation  by  a tenqjorary  route  is  desired.  All  pa- 
tients with  percutaneous  pacing  receive  antibiotics 
usually  600,000  units  of  penicillin  two  times  a day 
for  the  first  3 to  7 days  of  use  unless  the  patient  is 
diabetic  or  has  a coexistent  infectious  process  in 
which  event,  antibiotics  are  continued  for  the  dura- 
tion of  use.  Anticoagulants  are  not  employed  for 
this  purpose  alone  but  are  not  contraindicated  if 
needed  for  other  reasons.i’^  ® Once  permanent  pac- 
ing is  considered  to  be  needed,  it  is  instituted  under 
the  continued  support  of  the  temporary  assembly 
which  should  remain  in  place  but  inactive,  as  an 
instirance,  for  the  first  1 to  3 days  post  permanent 


implantation.  I he  choice  of  mode  and  route  for 
the  permanent  units  will  \ary  with  the  considera- 
tions given  above  and  is  individualized  to  the 
jratients  needs  and  tolerance. 

I he  patient  in  chronic  heart  block  without 
Stokes-.Adams  seizures,  who  is  in  congestive  failure 
or  who  exhibits  jjersonality  changes  or  renal  in- 
sulficiency  on  the  basis  of  a low  cardiac  output,  is 
a less  urgent  problem.  These  patients  frequently 
cannot  be  digitalized  without  the  risk  of  increased 
bradycardia  or  asystole  and  are  inadequately  re- 
s])onsive  to  or  unable  to  tolerate  the  sympathomi- 
metic amines.  1 hey  should  be  observed  for  a period 
ol  time  under  pacing  by  a temporary  transvenous 
loute.  If  they  are  re.sponsive  and  permanent  pac- 
ing seems  indicated,  then  again,  it  can  be  done  at 
leisure  under  support  of  the  transvenous  system. 

Patients  with  shifting  rhythms  or  intermittent 
block,  who  cannot  be  controlled  medically,  are  also 
candidates  tor  permanent  pacing  btit  in  these  pa- 
tients, some  mode  of  demand  or  synchronous  stimu- 
lation is  the  method  of  choice.  Again,  trial  on  a 
temporary  system  is  advised.  As  temporary  pacing 
is  not  usually  attempted  in  the  synchronous  mode, 
these  patients  are  tested  on  a demand  unit.  The 
idtimate  choice  of  synchronous  vs  demand  modes, 
in  the  unstable  patient,  depends  upon  the  stability 
of  the  sinus  mechanism,  the  age  of  the  patient, 
tolerance  for  the  relative  tachycardia  that  may  de- 
velop and  the  need  of  the  atrial  transport  contribu- 
tion. The  same  consideration  may  be  extended  to 
the  choice  of  asynchronous  vs  synchronous  pacing  in 
the  jjatient  in  fixed  block.  As  the  synchronous  mode 
will  shortly  be  available  as  a transvenous  method, 
thoracotomy  may  cease  to  be  a factor  in  the  choice. 

A problem  in  both  temporary  and  permanent 
transvenous  pacing,  is  the  skill  and  care  with  which 
the  electrode  is  applied.  Placement  by  anatomic 
orientation  alone  is  inadequate.  It  is  important  that 
the  threshold  to  stimulation  is  as  low  as  possible. 
In  the  temporary  pervenous  electrodes,  a current  in 
excess  of  1.5  m.A,  indicates  a suboptimal  position. 
In  the  implantable  transvenous  systems,  threshold 
varies  with  the  type  of  electiode  used  but  should 
not  exceed  2.5  imA  with  any  installation  and  may 
be  untler  1.5  mA  w’ith  some.  This  is  more  urgent  in 
the  implantable  systems,  myocardial  or  transvenous, 
where  the  ability  to  alter  current  in  response  to 
needs  is  limited  or  absent  and  where  a significant 
increase  in  threshold  may  occur  within  a period  of 
a few  weeks  after  insertion.  In  the  temporary  sys- 
tems, less  attention  need  be  paid  to  threshold  as  it 
is  possible  to  increase  current  by  external  control  if 
the  catheter  is  poorly  positioned.  Indeed,  at  inser- 
tion, if  the  patient  is  asystolic,  the  generator  should 
be  connected  and  set  immediately  to  a relatively 
high  current,  in  order  to  capture  the  heart  as  soon 
as  possible.  Later,  further  manipidation  may  per- 
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mit  a reduction  to  an  optimal  level.  High  cur- 
rents with  a poorly  fixed  catheter  and  shifting 
thresholds  pose  a certain  amount  of  danger,  par- 
ticularly in  the  recent  coronary,  unless  a demand 
pacemaker  is  used.  In  these  cases,  in  particular,  the 
excessive  stimulation  may  incite  an  arrhythmia  if 
it  should  fall  in  a vulnerable  area  of  a preceding 
spontaneous  beat. 

A limiting  factor  in  all  implanted  assemblies  is 
still  the  problem  of  battery  replacement.  Most  sys- 
tems exhibit  a significant  number  of  instances  of 
battery  exhaustion  by  two  years  of  use,  though 
many  are  rated  and  perform  for  three  years.  A pro- 
gram of  followup  on  these  patients,  is  important, 
with  attention  paid  to  signs  of  instability.  Func- 
tional breakdown  in  either  the  electrode  of  the 
pulse  generator  of  any  type  of  system  still  occurs 
but  is  decreasing  in  incidence.  The  physician  un- 
dertaking responsibility  for  installation  of  these  sys- 
tems should  acquaint  himself  with  details  of  the 
diagnosis  and  rectification  of  these  failures.  X-rays 
will  frequently  demonstrate  electrode  fracture  and 
sometimes  fluoroscopy  or  cineangiography  will  re- 
veal breaks  or  displacements  not  appreciated  on 
plain  films.  A study  of  the  electrocardiogram  will 
indicate  whether  or  not  the  pacemaker  stimulus  per- 
sists and  whether  the  failure  to  pace  is  real  or  based 
upon  intrusion  of  an  underlying  conducted  rhythm. 
Each  of  the  systems  of  pacing  brings  with  it,  special 
consideration  of  its  own  in  regard  to  the  normal  or 
aberrant  response.  These,  and  details  of  repair,  ex- 
ceed the  scope  of  this  review  and  should  be  sought 
in  specific  publications.’^ 

Specific  statistics  on  the  safety  and  value  of  arti- 
ficial pacing  in  the  treatment  of  heart  block  are  in 
constant  flux.  It  is  fair  to  say,  however,  that  the  mor- 
tality rate  of  the  patient  with  an  acute  coronary 
complicated  by  heart  block  is  better  than  halved 


when  pacing  is  employed.  Since  death  by  a Stokes- 
Adams  seizure  need  no  longer  occur,  the  patient’s 
life  span  becomes  governed  instead  by  the  general 
course  of  his  underlying  cardiac  pathology  or  by 
intercurrent  non  cardiac  factors.  Symptom  free  sur- 
vivals of  four  to  eight  years  are  now  on  record  of 
patients  who  were  admitted  originally  in  pre  ter- 
minal states  because  of  Stokes-Adams  seizures.  Many 
of  these,  in  addition,  have  recovered  from  con- 
gestive failure,  uremia  or  cerebral  confusion.  While 
some  deaths  have  occurred  due  to  further  coronary 
episodes,  to  pacemaker  failures,  or  to  congestive 
failure,  a significant  number  have  been  due  to  can- 
cer, infections,  uremia  or  other  non  cardiac  causes. 

The  value,  therefore,  of  artificial  pacing  in  the 
treatment  of  heart  block  in  the  acute  coronary,  or 
in  actjuired  heart  block  of  any  cause,  is  clear  and 
has  completely  changed  the  course  and  prognosis  of 
jjatients  with  this  lesion. 
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Risk  Factors  In  Coronary  Vascular  Disease 


Joseph  T.  Doyle,  M.D. 

Coronary  heart  disease  is  by  all  odds  the  major 
threat  to  lile  lor  the  American  maled  Efforts  to  pre- 
vent or  to  ameliorate  coronary  heart  disease  have 
been  frustrated  by  the  difficulty  of  elucidating  the 
etiology  and  pathogenesis  of  a disorder  almost  cer- 
tain not  to  have  a single  and  unitjue  cause;  the 
incubation  period  of  which  is  measured  in  decades; 
which  is  undetectable  by  ordinary  clinical  methods 
until  the  appearance  of  its  late  ischemic  complica- 
tions—all  too  often  sudden  death;  and  for  which 
there  is  no  satisfactory  experimental  model. 

It  is  generally  supposed  that  atherosclerosis  of 
the  coronary  arteries  is  responsible  for  the  syn- 
dromes of  myocardial  ischemia. Since  the  com- 
jiosition  of  the  atheromatous  placpie  is  virtually 
identical  with  that  of  the  circulating  blood  lipids, 
it  has  been  further  supposed  that  atherogenesis  re- 
flects an  as  yet  unexplained  disorder  of  fat  meta- 
bolism. On  the  other  hand,  the  acute  occlusive  phase 
of  atherosclerosis  is  generally  thought  to  be  [ire- 
cipitated  by  thrombus  formation  over  an  atheroma- 
tous ulcer.  It  has,  therefore,  been  proposed  as  a utii- 
fying  hypothesis  that  thrombosis  may,  indeed,  be 
the  itiitial  as  well  as  the  terminal  event  in  athero- 
poiesis.'’*'’'  A minority  feel  that  the  mechanistic 
aspects  of  coronary  heart  disease  have  been  over- 
emphasized and  that  a fretpient  pathogenic  factor  is 
the  hypoxiating  effect  of  endogenous  catechola- 
mines on  a myocardium  rendered  vulnerable  by 
poor  physical  conditioning.®  The  paradox  that 
myocardial  infarction  may  cause  coronary  artery 
thrombosis  is  not  easily  refuted  when  it  is  appre- 
ciated that  a thrombus  is  not  regularly  found  in 
fatal  cases  until  12  to  24  hours  after  the  onset  of 
evidences  of  acute  myocardial  ischemia.®  ’*’ 

.\gainst  this  background  of  ignorance  and  con- 
flicting theory  vigorous  efforts  have  nonetheless  been 
made  to  identify  (piantifiable  characteristics  asso- 
ciated with  unusitally  high  rates  of  coronary  heart 
disease.  The  justification  of  these  efforts  has  been 
the  hope  that  sufficietit  informat’on  might  be  gained 
to  permit  the  ap|)lication  of  empirical  measures  to 
control  coronary  heart  disease,  just  as  nonspecific  hy- 
gienic measures  proved  so  effective  in  reducing  the 
rates  of  many  acute  infectious  diseases  jirior  to  the 
chemotherapeutic  era.  Many  sources  have  been 
utilized  to  gain  our  present  imperfect  albeit  con- 
siderable knowledge  of  the  natural  history  of  coron- 
ary heart  disease. 

Mortality  statistics  have  provided  an  approxima- 
tion of  the  dimensions  of  the  jiroblem  although 


the  accuracy  of  the  death  certificate  can  be  ejues- 
tioned  on  many  grounds  and  furthermore  do  not 
reffect  morbidity.” 

The  retrospective  study  of  coronary  heart  disease 
which  starts  with  the  patient  identified  as  having 
this  disorder  is,  of  course,  the  classical  approach. 
Useful  though  this  technicpie  has  proved  for  the 
clinician  it  is  productive  of  little  statistically  valid 
information.  There  are  many  reasons  for  the  short- 
comings of  the  retrospective  clinical  approach:  the 
population  of  patients  is  selected  by  the  very  fact 
of  clisea.se;  numerous  factors  determine  where  and 
at  wdiat  stage  of  their  disease  medical  help  is  sought; 
the  size  and  the  characteristics  of  the  universe  from 
which  the  patients  are  derived  are  usually  unknown 
and  undefined;  there  are  numerous  biases  inherent 
iti  the  recall  of  events  prior  to  the  onset  of  a ca- 
tastrophic ilhiess.  Furthermore,  clinical  techniques 
although  admirably  suited  to  the  needs  of  im- 
mediate patient  care,  are  rarely  adapted  to  sta- 
tistical assessment  and  usually  lack  standardization, 
reproducibility  and  comparability.  Few  clinic  popu- 
lations contain  enough  patients  and  matched  con- 
trol subjects  to  permit  accurate  estimates  of  disease 
rates  or  comparisons  between  subgroups  cate- 
gorizetl  by  various  characteristics.  Autopsy  studies 
have,  of  course,  the  same  handicaps. 

Prevalence  or  incidence  rates  for  coronary  heart 
disease  are  nonexistent  since  the  disease  is  not  re- 
portable, although  a few  efforts  have  been  made  to 
collect  such  information  on  a limited  basis.  Ad  hoc 
studies  such  as  the  National  Health  Survey  have 
fteen  required  to  estimate  prevalence  rates.’^ 

Fhe  most  effective  approach  to  the  study  of 
coronary  heart  disease  has  been  the  prospective 
epidemiological  study  which  permits  accurate  mea- 
surement of  prevalence  as  well  as  of  incidence,  that 
is  the  rate  of  ajjpearance  of  new  disease.  Ideally,  a 
large  and  well  defined  population  is  induced  to 
permit  itself  to  be  studied  over  a long  period  of 
time.  Clinical  and  laboratory  investigative  methods 
are  rigorously  standardized  and  their  sensitivity  and 
sjjecificity  well  appreciated.  Diagnostic  criteria  are 
meticulously  developed  and  standardized.  No  thera- 
peutic manipulations  are  undertaken  and  are,  in- 
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II  deed,  theoretically  undesirable.  The  study  popula- 
il  tion  is  large  enough  so  that  meaningful  compari- 
il  sons  can  be  made  between  subgroups  according  to 
i different  biological  and  demographic  characteris- 
i tics.  The  prospective  epidemiological  study  is  not 
i|  without  important  shortcomings.  The  necessity  of 
I employing  standardized  methods  which  remain  con- 
[ stant  year  after  year  imparts  an  inevitable  rigidity, 
t Secular  changes  in  the  biological  characteristics  of 
the  disease  under  study  may  escape  recognition.  Sta- 
tistical methods  for  assessing  the  influence  of  chang- 
I ing  intensity  of  risk  factors  do  not  exist.  The  re- 
I qtiired  period  of  surveillance  is  long  and  may  well 
I exceed  the  lifetime  of  the  investigators.  Results  ac- 
^ cumtilate  slowly  and  are  rarely  dramatic  oi  news- 
w'orthy.  The  recruitment  of  a suitable  study  popu- 
lation and  of  competent  technical  staff  is  difficult 
j and  the  continued  maintenance  of  such  an  organiza- 
tion very  expensive.  Thus,  although  it  is  from 
’ prospective  epidemiological  studies  that  our  best 
information  on  the  natural  history  of  coronary 
heart  disease  has  been  derived,  few  such  studies  have 
been  undertaken. 

From  all  these  sources  of  information  it  has  been 
possible  to  assemble  a fairly  detailed  description  of 
coronary  heart  disease  even  thotigh  we  remain  ignor- 
ant of  its  etiology  and  pathogenesis,  ft  is  certain 
that  disease  of  the  coronary  arteries  was  recognized 
at  least  several  centuries  ago.  Jenner  correctly  pre- 
dicted that  John  Hunter’s  chest  pains  were  due  to 
coronary  artery  disease. ft  is  impossible  to  deter- 
mine whether  there  has  been  an  absolute  increase 
in  the  frequency  of  coronary  heart  disease  since  the 
turn  of  the  century  inasmuch  as  the  clinical  picture 
has  been  well  defined  and  commonly  recognized 
only  in  the  past  35  years  or  so,  a period  in  which 
the  electrocardiograph  has  been  introduced  into 
universal  clinical  application.  Aside  from  lack  of 
recognition  of  or  confusion  of  myocardial  infarction 
with  other  catastrophic  illnesses,  the  mode  of  death 
certification  prior  to  1948  renders  it  virtually  im- 
j possible  to  assess  the  frecpiency  of  fatal  coronary 
I heart  disease  prior  to  that  date.-*’  There  do,  on  the 
I other  hand,  seem  to  be  very  real  and  substantial 
j international  differences  in  the  mortafity  ascribed 
I to  coronary  heart  disease,  ranging  from  300  per 
I 100,000  in  this  country  down  to  57  per  100,000  in 
I Japan. -1  ft  has  seemed  to  many  investigators  that 
j if  these  differences  could  be  explained  by  mea- 
I surable  differences  in  the  mode  of  life  between  our 
country  and  those  countries  less  afflicted  by  coronary 
heart  disease,  powerful  means  of  prevention  might 
be  devised.  Unfortunately,  so  many  uncontrollable 
variables  are  involved  in  these  comparative  studies 
that  this  goal  has  not  been  achieved.  Of  great  inter- 


est and  quite  unexplained  are  large  differences  in 
mortality  from  coronary  heart  disease  reported  be- 
tween some  states  in  this  country. 2- 

Although  in  the  United  States  women  and  men 
age  for  age  have  etjual  degrees  of  atherosclerosis, 
women  have  far  lower  rates  of  coronary  occlusion. 
Estrogenic  acti\  ity  does  not  explain  this  difference. 
The  only  controlled  study  of  the  effects  of  oophorec- 
tomy well  before  the  natural  menopause  failed  to 
show  an  excess  of  coronary  heart  disease  in  castrated 
women. Estrogens  do  not  protect  men  against 
recurrent  myocardial  infarction.--^  The  rate  of  cor- 
onary heart  disease  in  women  appears  to  be  a func- 
tion of  increasing  age  inasmuch  as  there  is  no  sharp 
upwartf  inflection  after  the  menopause.-*'  Where 
the  rate  of  coronary  heart  disease  is  low  there  is 
little  sex  differential. 

fn  all  susceptible  poptilations  the  incidence  of 
coronary  heart  disease  rises  with  increasing  age  due 
presumably  to  the  longer  operation  of  pathogenic 
factors. 

ft  is  doubtful  that  racial  differences  in  the  rate 
of  coronary  heart  disease  reflect  true  constitutional 
differences.  The  incidence  in  migrant  groups  tends 
to  approach  that  of  the  dominant  population.  Eor 
example,  the  rate  of  coronary  heart  disease  in 
Japanese  living  in  Hawaii  is  greater  than  the  rate 
in  Japan  but  substantially  lower  than  for  Japanese 
living  in  California,  where  the  rate  is  nearly  that 
of  Caucasians. fn  the  rural  South  the  rate 
of  coronary  heart  disease  is  low'er  in  Negroes  than 
in  whites,  although  poor  whites  and  Negroes  have 
about  the  same  rate.-'^  The  role  of  genetic  factors  is 
difficult  to  distinguish  from  the  effects  of  environ- 
ment. Eamilial  hyper-cholesterolemia  does,  however, 
seem  to  be  one  heritable  trait  clearly  associated  with 
precocious  and  severe  coronary  heart  disease.®^ 

A relationship  between  occupation  and  coronary 
heart  disease  has  commonly  been  related  to  physical 
activity  and  to  emotional  stress.  The  evidence  on 
physical  activity  is  conflicting.®-  Vigorous  physical 
activity  probably  does  not  protect  against  mycardial 
infarction  although  it  is  possible  that  it  may  im- 
prove the  chances  of  survival.®-®  ft  has  long  been  as- 
sumed on  intuitive  grounds  that  unremitting  emo- 
tional stress  predisposes  to  coronary  heart  disease. 
No  objective  evidence  to  support  this  view  has 
yet  been  produced.  The  higher  rate  of  coronary 
heart  disease  in  urban  compared  with  rural  popu- 
lations could  be  related  to  occupational  differences, 
but  major  self-selective  factors  obscure  the  issue.®^ 

The  attention  of  the  prospective  epidemiological 
studies  has  been  directed  primarily  towards  vari- 
ables susceptible  of  objective  measurement  which 
can  be  related  to  the  appearance  or  nonappearance 
of  coronary  heart  disease.  The  findings  of  all  such 
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Fk;ure  I 

The  contribution  to  the  risk  of  coronary  heart  disease  of  four  characteristics  is  illustrated.  The  mode  of  presentation  is  a 
modification  of  the  life  table.“  I he  experience  of  a population  of  men  varying  in  age  from  39-,')5  years  when  these  charac- 
teristics were  first  recorded  and  tinder  surveillance  for  differing  periods  since  that  time  has  been  amalgamated.  Gradation 
in  risk  is  shown  by  dividing  the  population  into  (juartiles  according  to  the  specified  risk  factor. 


.sUidie,s  in  this  country  have  been  remarkably  con- 
sistent.The  higher  the  serum  tcjtal  chcrlesterol, 
the  higher  is  the  rate  of  coronary  heart  disease 
Fig.  1).'^®  There  are,  of  course,  notable  exceptions 
and  individual  predictive  power  is  poor.  I'hus,  in 
the  Albany  Cardiovascidar  Health  (ienter  study,  a 
cpiarter  of  the  new  events  of  coronary  heart  disease 
have  occurred  in  men  whose  serum  cholesterol  con- 
centration is  below  the  average  for  the  whole  popu- 
lation. The  original  notion  that  the  cholesterol  level 
is  highly  correlated  with  the  dietary  lat  intake  has 
not  been  corroborated. Dietary  carbohydrate 
may  ]day  a role  nurie  important  than  hitherto  sup- 
posed since  it  may  cause  hypertriglyceridemia.'^* 
d'he  atherogenicity  erf  triglycerides  is,  however, 
presently  unknown.  Overweight  clue  to  obesity  has 
proved  to  he  far  less  serious  a risk  than  represented 
in  the  past  (Fig.  1).^^  7’he  higher  the  level  of  the 
blood  pressure  the  higher  is  the  rate  of  coronary 
heart  disease  (Fig.  1).’^  I’he  mechanism  involved  is 
not  clear,  although  it  is  usually  prestuned  that 
high  intraluminal  pressures  cause  an  increased  rate 
of  percolation  of  the  blood  lipids  through  the  vascu- 
lar tunics  and  thereby  accelerate  atheropoiesis.  Of 


all  jjersonal  habits  and  characteristics,  the  prac- 
tice of  cigarette  smoking  appears  to  have  the  most 
harmful  effect  in  coronary  heart  disease  (Fig.  1). 
As  with  all  of  the  factors  enumerated,  there  is  a 
gradient  of  risk.  Men  who  smoke  20  or  more  cigar- 
ettes daily  have  two  and  one  half  times  the  likeli- 
hood of  stistaining  a myocardial  infarction  as  non- 
smokers  or  pipe  or  cigar  smokers  while  those  who 
smoke  10  cigarettes  daily  are  at  an  intermediate 
level  of  risk  and  those  who  smoke  60  cigarettes  daily 
run  a much  higher  risk.  There  is,  curiously,  no  asso- 
ciation between  cigarette  smoking  and  angina  pec- 
toris. (iigar  and  pipe  smoking  are,  apparently,  unre- 
lated to  any  manifestation  of  coronary  heart  disease. 
Finally,  ex-cigarette  smokers  appear  to  have  no 
greater  a risk  of  myocardial  infarction  that  non- 
smokers,  an  observation  with  imj)ortant  hygienic 
implications.*'-*  While  it  is  likely  that  the  simultane- 
ous presence  cjf  several  risk  facterrs  is  associated  with 
a substantially  greater  risk  of  coronary  heart  disease 
than  that  contributed  by  any  single  risk  factor,  it 
has  not  been  possible  to  identify  a sufficiently  large 
number  cjf  individuals  at  multiple  risk  to  make  a 
statistically  sound  estimation  of  hazard.  Indeed,  in 
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the  general  population  it  may  be  that  fewer  than 
one  per  cent,  based  on  the  findings  of  a large  screen- 
ing study,  harbor  multiple  risk  factorsd® 

As  was  pointed  out  earlier,  the  incentive  for  iden- 
tifying these  various  risk  factors  is  the  hope  that  the 
deliberate  modification  or  elimination  of  those  ac- 
cessible to  intervention  may  be  associated  with  a 
corresponding  reduction  in  the  incidence  or  ameli- 
oration of  coronary  heart  disease.  Thus,  it  has  been 
estimated  that  a 15%  reduction  in  the  serum  total 
cholesterol  concentration  might  be  attended  by  as 
much  as  a 35%  reduction  in  the  incidence  of 
coronary  heart  disease,  all  other  factors  remaining 
constant. •‘i  The  difficulties  of  mounting  a scienti- 
fically controlled  program  of  coronary  risk  factor 
modification  are  self-evident.  The  interest  of  the 
public  in  such  efforts  is  intense.  There  are  doubtless 
few  health-conscious  individuals  in  the  United 
States  who  have  not  already  in  various  ways  modi- 
fied their  living  habits  in  the  hope  of  avoiding  a 
heart  attack  who  would  willingly  serve  as  controls 
in  any  sort  of  mass  study  of  risk  factor  modification. 
Whether  our  present  imperfect  knowledge  justi- 
fies the  uncritical  wholesale  application  of  those 
measures  thought  to  be  helpful  is  a question  most 
difficult  to  answer.  It  does  seem  unlikely  that  such 
programs  will  provide  interpretable  results.  It  is 
also  questionable  that  the  application  of  these 
empirical  measures  to  an  adult  population,  most  of 
whom  may  be  preseumed  to  have  advanced  athero- 
sclerosis, will  prove  worthwhile.  The  available  evi- 
dence indicates  that  atherosclerosis  begins  in  in- 
fancy. Perhaps  our  preventive  efforts  should  be 
directed  towards  the  young.  Difficult  decisions  con- 
front the  centers  of  medical  excellence  now  man- 
dated by  law  to  establish  regional  programs  to 
mitigate  heart  disease,  cancer  and  stroke. 
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Society's  Section  On  Ophthalmology  Announces  Meeting 

.\ndrew  .S.  Wong,  M.D.,  President  ol  the  (iSMS  Section  on  Ophtlialmology,  has 
annottneed  that  there  will  be  a fall  meeting  of  the  Section  on  Wednesday,  Octo- 
ber II,  1967,  at  New  Haven. 

l he  meeting  will  open  with  an  afternoon  program,  to  be  held  at  the  Eye 
Clinic  of  the  Vale-New  Haven  Afedical  Center,  starting  at  1:30  P.Af.  Robert 
Hollenhorst,  Af.f).,  Pre^fessor  of  Neuro-ophthalmology  at  the  Ehiiversity  of 
,\f  innesota  and  the  Afayo  Clinic,  will  conduct  a clinic  in  neuro-ophthalmology, 
assisted  by  Thomas  Walsh,  Af.D.,  .Assistant  Clinical  Professor  of  Neuro-ophthal- 
mology at  the  Yale  School  of  Afedicine.  .At  the  conclusion  of  the  clinic  presenta- 
tion, a brief  business  meeting  of  the  Section  will  take  place  at  4:39  P.Af. 

In  the  evening,  starting  at  6:00  P.Af.  at  the  Park  Plaza  Hotel  in  New  Haven, 
there  will  be  a reception  and  dinner  in  honor  of  Dr.  Hollenhorst,  following 
which  he  will  speak  on  “Retinal  .Arterial  Occlusive  Disease  as  a Afanifestation  of 
Systemic  Vascular  Disorder.” 

.Any  physician  interested  in  attending  the  reception  and  dinner  is  asked  to 
make  reservations  before  October  3 with:  Daniel  Af.  Taylor,  Af.D.,  Secretary, 
eSAfS  Section  on  Ophthalmology,  c/o  Grove  Hill  Clinic,  New  Britain,  Con- 
necticut. 
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Photo  professionally  posed 


Mike  expects  a penicillin  inleciion. 
He’S  about  to  be  pleasantly  surprised. 


His  physician  is  going  to  prescribe  an  oral  penicillin 
— PeN'Vee®  K (potassium  phenoxymethyl  penicillin). 
It’s  usually  so  rapidly  and  completely  absorbed  that 
therapeutic  serum  levels  are  produced  in  15  to  30 
minutes.  Higher  serum  levels  generally  last  longer  than 
with  oral  penicillin  G. 

Indications:  Infections  susceptible  to  oral  penicillin  G:  prophylaxis  and  treat- 
ment of  streptococcal  infections;  treatment  of  pneumococcal,  gonococcal,  and 
susceptible  staphylococcal  infections;  prophylaxis  of  rheumatic  fever  in  patients 
with  a previous  history  of  the  disease. 

Contraindications:  Infections  caused  by  nonsusceptible  organisms;  history  of 
penicillin  sensitivity. 

Warnings:  Acute  anaphylaxis  (may  prove  fatal  unless  promptly  controlled)  is 
rare  but  more  frequent  in  patients  with  previous  penicillin  sensitivity,  bronchial 
asthma  or  other  allergies.  Resuscitative  (epinephrine,  aminophylline,  pressor 
amines)  and  supportive  (antihistamines,  methylprednisolone  sodium  succinate) 
drugs  should  be  readily  available.  Other  rare  hypersensitivity  reactions  include 
nephropathy,  hemolytic  anemia,  leucopenia  and  thrombocytopenia.  In  suspected 
hypersensitivity,  evaluation  of  renal  and  hematopoietic  systems  is  recommended. 


Precautions:  In  suspected  staphylococcal  infections,  perform  proper  laboratory 
studies  including  sensitivity  tests.  If  overgrowth  of  nonsusceptible  organisms 
occurs  (constant  observation  is  essential),  discontinue  penicillin  and  take  appro- 
priate measures.  Whenever  allergic  reactions  occur,  withdraw  penicillin  unless 
condition  being  treated  is  considered  life  threatening  and  amenable  only  to 
penicillin.  Penicillin  may  delay  or  prevent  appearance  of  primary  syphilitic 
lesions.  Gonorrhea  patients  suspected  of  concurrent  syphilis  should  be  tested 
serologically  for  at  least  3 months.  When  lesions  of  primary  syphilis  are  sus- 
pected, dark-field  examination  should  precede  use  of  penicillin.  Treat  beta- 
hemolytic  streptococcal  infections  with  full  therapeutic  dosage  for  at  least  10 
days  to  prevent  rheumatic  fever  or  glomerulonephritis.  In  staphylococcal 
infections,  perform  surgery  as  indicated. 

Adverse  Reactions  (Penicillin  has  significant  index  of  sensitization):  Skin 
rashes,  ranging  from  maculopapular  eruptions  to  exfoliative  dermatitis ; urticaria ; 
serum  sickness-like  reactions,  including  chills,  fever,  edema,  arthralgia  and  pros- 
tration. Severe  and  often  fatal  anaphylaxis  has  been  reported  (see  "Warnings”). 

Composition:  Tablets— 125  mg.  (200,000  units),  250  mg.  (400,000  units),  500 
mg.  (800,000  units);  Liquid— 125  mg.  (200,000  units)  and  250  mg.  (40(),000 
units)  per  5 cc. 


ORAL 


Pen-Vee^K 

(potassium  phenoxymethyl  penicillin) 
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Health  Care  For  The  Body  Politic 

Mori-,  family  doctors,  you  say?  More  nursing  persouiiel?  More  cate  lor  any  age  group?  What  is  really 
the  need,  and  who  should  meet  it? 

With  the  advances  in  medicine  and  the  increase  in  population,  the  health  of  the  public  has  become— 
and  will  continue  to  be— a popular  vehicle  in  the  political  arena  and  among  voluntary  lay  agencies.  It 
would  seem  fitting  that  investigative,  planning  and  operational  undertakings  shoidd  also  have  the 
benefit  of  some  professional  and  ]jractical  guidance.  Has  the  dust  from  the  grindstone  of  individual 
patient  care  befogged  our  view  of  the  broader  health  cate  problem?  Let’s  parallel  our  care  of  the  in- 
dividual with  the  needs  of  the  “body  j)olitic.’’ 


Prenatal  and  obstetrical  care  help  insure 
a good  start  for  the  individual. 


T'he  health  needs  of  the  populus  must  be  analysed  prior 
to  careful  planning  of  the  birth  cjf  a sound  program. 


Periodic  checkups  help  to  keep  the  baby 
or  adult  well  to  aveit  serious  illness. 


Proper  supervision  helps  maintain  efficient  operation  and 
tivoid  trouble. 


Piedictable  di.seases  can  be  avoided  by 
immuni/ation,  sanitation  measures,  etc. 


Vkirious  mechanisms,  like  internal  audits,  can  anticipate 
and  protect  against  piedictable  troubles. 


When  disease  strikes,  it  must  be  com-  .\ny  breakdown  or  deficiency  must  be  attacked  ;ind  cor- 
liatted  by  e.xpert  personnel  ;tnd  most  rected  by  the  most  up-to-date  ecpiipment  and  efficient 

modern  armamentarium.  trained  personnel. 


When  the  rtivage  of  disease  leaves  some 
impairment,  a rehabilitation  program  is 
undertaken  to  utili/e  the  indi\idual’s  facili- 
ties to  the  full. 


When  ill-considered  laws  and  other  road-blocks  like  lay 
directives  and  undue  ttixatioii  obstruct  the  health  care  of 
the  public,  ;i  new  appraisal  and  revised  program  must  be 
promulgated. 


The  physician  ctires  not  just  lor  the  T he  program  must  be  concerned  with  the  physical,  men- 
body,  but  also  for  the  spirit  of  the  tal  and  financial  well-being  of  people  but  also  should  be 
jierscm.  motivated  and  operated  by  a humanitarian  spirit. 


Xature  has  provided  that  the  body  die— 
whereujjon  it  is  disposed  of. 


Laws,  organizations,  and  even  programs  tend  to  continue 
to  exist— though  they  no  longer  live.  They  too  should  be 
allowed  to  die. 


Since  it  is  our  chosen  duty  to  watch  over  the  individual,  we  should— each  of  us— watch  over  these  in- 
dividuals collectively  as  well.  We  need  not  do  all  the  work.  We  need  not  seek  the  power,  nor  demand  the 
glory. 

How,  then?  Leaving  much  to  your  imagination  and  ingenuity,  I will  offer  but  a few  suggestions.  ^Ve 
must  always  remember  that  our  first  considei ation  is  the  health  care  and  welfare  of  the  people  of  Con- 
necticut. .\n  attitude  of  coo])eralion  rather  than  competition  should  be  fostered  in  our  relationship  with 
all  voluntary  agencies.  Down  should  come  the  spiked  iron  fence  that  has  been  wrought  between  the  ivory 
tower  and  the  wheat  field.  With  the  demand  for  incretised  cpiantity  of  medical  ctire  we  must  insure  that 
high  cpiality  is  maintaiued— partly  through  insistance  that  medical  decisions  are  made  oidy  by  medical 
doctors. 

T he  cost  can  be  kept  clown  by  efficiency  methods  in  office  and  hospital,  by  pooling  belli  and  ecpiipment, 
by  group  practice  and  apjiicipriately  organized  health  care  centers,  by  avoiding  “middle  men”  and  ex- 
pensive bureaucracy,  by  utilizing  comjietilive  pre-jiayment  agencies  and  discouraging  the  expensive 
“free”  care  through  the  goverument. 

T he  legislators  who  represent  your  area  want  your  help  aucl  advice.  Ciet  to  know  and  help  them 
now;  don’t  wait  until  you  want  sciinethiug  Irciin  them!  Take  ;in  active  part  in  C()MP.\C.  It  took 
a hit  of  Egyptians  to  build  a pyramid. 

In  his  Presidential  address.  Dr.  Orvan  Hess  said:  “It  would  seem  wise  that  less  energy  be  wasted  on 
leaf  of  encroachment  of  this  type  of  socialized  medicine  and  more  of  our  energy  be  channeled  to  the 
guidance  of  existing  forces  toward  the  furtherance  of  a tridy  .AMERI(k\N  HE.ALTH  .SYST’EM,  with 
built-in  Ilexibility  to  accommodate  the  diversified  needs  of  our  communities.” 


E.  T'rkm.\i.\  BRAm.Kv,  m.o. 
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FROM  THE  GENERAL  MANAGER’S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards^  m.d.,  General  Manager 

160  St.  Ronan  Street,  New  Haven,  Conn.  Josephine  P.  Lindquist 

Telephone  865  0587  Assistant  to  General  Manager 


IMPORTANT  NOTICE 

Re:  CSMS— Sponsored  Overhead  Expenses  Insurance  Plan 

Members  of  the  Society  are  advised  that,  effective  November  1,  1967,  there  will  be  a 12  per  cent  re- 
duction in  premium  rates  for  members  enrolled  in  the  Overhead  Expense  Plan  who  are  in  the  age  bracket 
40-69  years.  This  follows  close  on  the  heels  of  last  year’s  improvement  in  the  Plan  which  gave  a similar 
reduction  in  premium  to  policyholders  in  the  under  age  40  group.  Also,  members  can  now  apply  for  up 
to  $l,500/month  coverage,  an  increase  of  |500  over  the  previous  maximum. 

The  CSMS  Committee  on  Medical  Economics  and  Insurance  has  several  times  commended  Group  In- 
surers, Inc.,  New  Haven,  administrators  of  the  Plan,  for  their  continuing  efforts  to  increase  benefits  and 
reduce  cost  since  the  Plan  was  first  offered  to  members,  under  the  sponsorship  of  the  Society,  in  1960. 
Seven  distinct  major  improvements  have  been  made  in  the  policy  which  was  offered  originally.  We  are 
informed  by  the  administrators  that  a new  re-enrollment  drive  in  connection  with  these  announced 
changes  will  be  launched  during  the  period  September  1 through  October  31,  and  that  liberal  under- 
writing will  be  available  to  CSMS  members  while  the  drive  is  on.  Those  not  presently  having  insurance 
protection  of  this  type  or  of  this  high  cjuality  would  do  well  to  examine  carefully  the  brochures  which 
will  be  mailed  out  after  Labor  Day. 


SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 

Wednesday,  July  26,  1967 

I.  Attendance 

Present  in  addition  to  the  Chairman,  Dr.  S.  J. 
Martin,  were:  Drs.  Bradley,  Gardner,  Grendon, 
Polivy,  Brandon,  M.  Caplan,  Fabro,  Hess,  Rogol, 
Cramer,  Egan,  Abbot,  Spitz,  Hastings,  Shepard, 
Ayres,  Nolan,  Johnson,  Pelz,  Palomba  and  Roch. 
Also  present  were:  Mrs.  Lindquist,  Mr.  Norbeck 
(AMA),  Dr.  Friedberg  (Chairman  of  Legislative 
Division)  and  Dr.  Richards. 

Absent  were:  Drs.  H.  Caplan,  Jacobson,  Jr., 
Grant,  Petrie  and  Wilson. 

II.  Routine  Business 

Report  Of  CS/MS  Delegate  To  MMS 

It  was  VOTED  to  distribute  copies  of  the  report 
of  the  CSMS  Delegate  to  the  Massachusetts  Meclical 
Society,  E.  Tremain  Bradley,  to  all  members  of  the 
Committee  on  Hospitals  as  information.  The  report 
had  been  accepted  by  the  Council  on  June  15,  1967, 
and  is  on  the  proceedings  of  the  186th  Annual 
Meeting  of  MMS,  Boston,  May  15,  1967. 

COMPAC 

Frank  K.  Abbot,  Waterbury,  Chairman  of  the 
newly-appointed  Ad  Hoc  Committee  on  Liaison 


with  the  Connecticut  Medical  Political  Action  Com- 
mittee, reported  that  members  of  the  Ad  Hoc  Com- 
mittee had  attended  a recent  meeting  of  the  COM- 
PAC Board  of  Directors  and  hoped  to  have 
constructive  recommendations  to  make  to  the 
Council  in  the  near  future.  At  this  time,  however, 
no  definitive  rejJort  was  presented. 

Date  Of  Next  Meeting 

It  was  determined  that  no  meeting  would  be 
held  ill  August,  unless  warranted  by  the  urgency  of 
one  or  more  items  of  business,  and  that  the  date 
of  the  next  meeting  will  be  Thursday,  Septem- 
ber 14,  1967. 

III.  Old,  New  And  Special  Business 

Report— Committee  On  Maternal  Morbidity  And  Mortality 

Held  over  from  the  June  15  meeting,  the  report 
of  this  Committee  on  the  subject  of  admitting  sur- 
gical cases  to  obstetrical  floors  was  presented  and 
discussed.  It  was  VOTED  to  receive  the  report  as 
information,  and  with  thanks.  In  essence,  the  re- 
port recommended  that  the  so-called  “pilot”  pro- 
gram of  admitting  clean  gynecological  cases  to 
obstetrical  floors  continue  to  be  limited  to  patients 
of  qualified  obstetrician-gynecologists  and  ?iot  be 
expanded  to  include  general  surgical  patients  of 
non-specialists  in  obs-gyn  (as  advocated  by  the 
CSMS  House  of  Delegates  on  April  25,  1967).  It  was 
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lurlliei  lo  dirccl  the  Cdiaiiinaii  ol  the 

(a)imcil  to  appoint  an  Ad  Hoc  C^onnnittee  whicli, 
alter  (onsnlting  with  represen tiitives  of  Connecticut 
chapters  of  Aineiican  Board  Surgeons  ;ind  Ol)- 
steii  i(  ian-Ciytiecologists,  is  to  lonnulate  new  guide 
lines  lor  the  piograin  in  accordance  with  the  resolu- 
tion adopted  by  the  House  of  Delegates  on  A])iil  25, 
and,  theretdter,  to  discuss  the  entire  matter  with  the 
Sttite  Conitnissionei  of  Health  and  present  the  new 
guidelines  to  him  lor  consideration.  The  Chairman 
appointed  the  .Ad  Hoc  Committee  as  follows: 

Xorman  H.  (fardner.  East  Hampton,  Chairman 
|.  .Alfred  Fabro,  ronitigton 
Bayson  B.  Ayres,  Greenwich 

Resolution— Public  Education  Program  On 
Title  XIX  (Medicaid) 

It  was  X'Ol’ED  to  adopt  a resolution  on  this 
snbject  as  follows: 

WiiKRFAs:  Title  XIX  of  IM..  89-97  has  now  beeti 
fnlly  imj)lemented  in  Connecticut  by  the  19(')7 
Ceneial  As.sembly;  and 

W’liKRFAs:  Certain  provisions  of  the  Contiecticut 
Title  XIX  Program  are  pecidiar  to  this  State,  ;ind 
ate  at  vtiriatice  with  those  adopted  in  other  states; 
therefore  be  it 

Rfsoi.vfd:  That  the  Council  recpiest  the  Society’s 
Pid)lic  Relations  Division  to  study  and  make  recom- 
mendations lo  the  Council  concerning  a CSMS- 
sponsored  public  education  jM'oject  lo  inform  Con- 
necticut residents  of  the  rights  and  j)rivileges  of, 
and  the  benelits  available  to,  eligible  persons  en- 
lolled  in  the  Title  XIX  (Medicaid)  Program. 

In  adopting  the  resolution,  it  was  understood 
that  in  order  to  make  the  educational  program  (if 
undertaken)  factual,  it  woidd  be  necessary  to  con- 
sidt  with  representatives  of  the  State  De]jartment 
of  W’ellare  for  the  purpose  of  making  sure  th;it  all 
materials  preparetl  and  released  by  the  Society  are 
in  strict  accord  with  the  provisions  of  the  'Title 
XIX  statutes  emu  ted  by  the  19()7  General  .Assembly. 

Proposal  To  Establish  Administrative  Liaison  With 
The  Connecticut  State  Dental  Association 

It  was  \'OTED  to  approve  a proposal  to  seek  to 
establish  continuing  liaison  with  the  CSD.A  at  the 
administrative  level,  for  the  puipose  of  fostering 
joint  consideration  of  legislative  and  similar  mat- 
ters of  mutual  interest,  and  to  retpiest  the  President 
E.  d'remain  Bradley,  to  arrange  a meeting  with  the 
President  of  CSD.A,  Dr.  William  T.  Barto,  Jr.,  W est 
Hartford,  to  discuss  this  proposal  and  rejjort  on 
the  rliscussion  to  the  Council. 

Reports— Council's  Fiscal  Advisory  Committee 

.Actions  were  taken  on  rejjorts  of  the  F.AC  as 
follows: 

(a)  It  w;is  \'0  TED  to  approve  the  recommenda- 
tion of  the  F.AC  that  Joseph  f.  Bellizzi,  Hartford, 


Chaiinian  ol  the  .Advisory  Committee  on  .School 
Health,  be  authorized  to  attend  the  I I th  National 
Conference  on  Physicians  and  Schools  (Chicago, 
October  4-7,  19(i7)  as  a representative  of  the  .Society, 
and  to  receive  reimbursement  for  usual  expenses  in- 
curred thereby  in  the  amount  of  .’$250  (approx.).  It 
is  uiulerstood  that  Dr.  Bellizzi  will  file  an  informa- 
tive re]Jort  on  the  proceedings  of  the  Conference 
with  the  Council  upon  his  return  from  the  meeting. 

(b) It  was  VOTED  to  approve  a recommendation 
ol  the  T.AC  that  the  Society  sponsor  a September  28 
symposium  on  “Reading  Difficulties  in  Children,” 
planned  jointly  by  the  Committee  on  Eye  Care  and 
the  .Section  on  Ophthalmology,  and  contribute  the 
sum  of  .'$250  to  help  defray  the  costs  of  the  meeting. 
Co-sponsors  will  be  the  State  Department  of  Edu- 
cation, which  is  contributing  ,'$200,  and  the  Section 
on  Ophthalmology,  which  is  contributing  $250. 

(c)  It  was  VOTED  to  adopt  a motion  offered  by 
the  E.AC,  concerning  the  general  subject  of  fin- 
ancing and/or  co-financing  of  educational  pro- 
jects of  the  .Society,  which  read  as  follows: 

“11'  IS  MOVED:  That  the  Council  instruct  the 
Piddic  Relations  Director  to  investigate  the  feasi- 
bility of  establishing  a ‘scientific  funding  bureau,’ 
which  woidd  list  available  .sources  of  funds  from 
pharmaceutical  and  other  outside  sources,  with  a 
view  towanl  calling  on  such  sources  for  funds  to  be 
used  to  defray  the  (X)sts  of  scientific  meeting.s,  con- 
ferences, symposia,  etc.,  planned  and  conducted  by 
the  .Society  and  its  committees.” 

Conflict— Federal  vs.  State  Laws  re  Telephone 
Prescribing  Of  Class  A Narcotics 

At  the  1967  (ieneral  Assembly,  the  statutes  per- 
taining to  narcotics  were  revised  to  make  the  tele- 
phone prescribing  of  Cla.ss  A narcotics  legal,  provid- 
ing the  physician  furnished  the  dispensing  phar- 
macist with  a properly-completed  prescription  for 
same  within  72  hours.  It  is  said  that  similar  pro- 
vision is  made  in  the  comprehensive  revision  of  the 
narcotic  control  and  treatment-of-addiction  statutes. 
In  coriespondence  and  per.sonal  discussion  with  the 
President,  E.  Tremain  Bradley,  a regional  repre- 
sentative of  the  Federal  Narcotics  Bureau  has  stated 
that  the  telephone  prescribing  of  Class  .A  narcotics 
is  specifically  prohibited  under  the  Harrison  Nar- 
cotics .Act  (and/or  regidations  thereunder),  and  that, 
hence,  a jjhysician  giving  such  telephone  orders 
will  still  be  in  violation  of  the  Federal  law— ir- 
respective of  whether  it  is  now  deemed  legal  to  do 
so  under  State  statutes. 

It  was  \A)TED  to  refer  the  file  accumulated  by 
Dr.  Bradley  on  this  tjuestion  to  the  appropriate  De- 
partment or  Council  of  the  .AM.A  for  opinion,  and 
for  consideration  of  the  possibility  of  taking  legisla- 
tive activity  at  the  Congressional  level  to  modify 
the  Federal  statutes  in  such  a way  as  to  permit  the 
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telephone  prescribing  of  Class  A narcotics  under 
satisfactory  controls  and  with  appropriate  safe- 
guards. It  was  further  VOTED  to  refer  this  matter 
of  apparent  conflict  between  Federal  and  State 
statutes  to  the  Commissioner  of  Health  for  opinion, 
with  a \iew  toward  informing  the  members  of  the 
Society  as  to  what  procedure  may  be  followed  legal- 
ly and  which  may  not. 

Special  Appointtnents  To  Outs/de  Agencies 

(a)  Professional  Advisory  Committee— Title  XIX: 
It  was  \'OTED  to  confirm  the  appointment  of  Sid- 
ney L.  Cramer,  Hartford,  as  CSMS  representative 
to  the  Professional  Policy  Committee,  provided  for 
in  the  Title  XIX  statutes  enacted  by  the  1967 
General  Assembly  (P..V.  Xo.  548).  The  duty  of  the 
PAC  will  be  to  advise  the  State  Commissioners  of 
AVelfare,  Finance  and  Control  concerning  the 
formulation  of  an  equitable  fee  schedule  which 
will  apply  to  doctors  of  medicine  from  October  1, 
1967  until  March  1,  1968,  at  which  time  it  will  be 
replaced  by  a “usual  and  customary  charge’’  method 
of  payment  for  physicians’  services. 

(b)  Conference  Planning  Committee  of  the  Con- 
necticut Heart  Association:  It  was  VOTED  to 
recommend  for  service  with  this  CH.\  Planning 
Committee  the  following  members: 

William  E.  Swift,  Xetv  Haven 
Roger  G.  Conant,  Hartford 
Paul  H.  Twaddle,  Hartford 

The  function  of  the  Planning  Committee  is  to 
plan  and  conduct  a statewide  conference  on  heart 
and  related  disease  subjects  as  a follow-up  activity 
to  the  1964  Section  National  Conference  on  Cardio- 
vascular Diseases.  It  was  further  VOTED  to  co- 
sponsor the  Conference  jointly  with  the  Connecticut 
Heart  Association  and  the  State  Health  Depart- 
ment, although  any  financial  commitment  asso- 
ciated with  such  sponsorship  that  might  be  re- 
quested at  a later  time  would  have  to  be  considered 
as  a separate  item  of  business. 

(c)  State  Commission  to  Study  Need  for  Epilepsy 
Facility:  It  was  \’OTED  to  nominate  John  C. 
Moench,  New  Haven,  and  Charles  G.  McKendree, 
Greenwich,  for  service  with  a Commission  to  study 
the  State’s  need  for  an  epilepsy  center,  as  pro- 
vided for  under  Special  Act  Xo.  337  (1967  General 
Assembly).  The  statute  requires  that  one  member 
of  the  Commission  be  a representative  of  the 
Society,  but  it  is  possible  that  more  than  one  will  be 
asked  to  serve. 

(d)  Drug  Advisory  Council— P. A.  A o.  555:  The 
“Act  Revising  the  Laws  Relating  to  Dependency- 
Producing  Drugs  and  Treatment  of  Drug-De- 
pendent Persons’’  calls  for  a Drug  Advisory  Coun- 
cil to  be  formed,  two  members  of  which  shall 
be  physicians  nominated  to  the  Governor  for  ap- 


pointment who  are  members  of  the  Society.  It  was 
VOTED  to  make  nominations  for  these  appoint- 
ments as  follows: 

Eric  E.  Stietzel,  Norwalk 
James  R.  Cullen,  Hazardville 
Benjamin  "Wiesel,  Hartford 
Max  Caplan,  Meriden 

(e)  Advisory  Committee  on  Nursing  Education: 
P.A.  Xo.  618  calls  for  the  setting  up  of  an  Advisory 
Committee  on  Nursing  Education,  one  member  of 
which  is  to  be  a physician  nominated  by,  and  repre- 
senting, the  Society.  It  was  VOTED  to  nominate 
Hilliard  Spitz,  New  London,  for  appointment  to 
this  Advisory  Committee. 

Joint  Statement  On  Dependent  Nursing  Functions 

It  was  VOTED  to  approve  this  Joint  Statement, 
as  develojred  by  representatives  of  the  Connecticut 
Nurses’  Association,  the  Connecticut  League  for 
Nursing,  the  Connecticut  Hospital  Association  and 
the  Connecticut  State  Medical  Society,  and  to 
recommend  to  the  other  agencies  that  the  document 
not  be  submitted  to  the  State’s  Attorney  General  for 
opinion  at  this  time.  In  brief,  the  Joint  Statement 
reaffirms  that  only  licensed  doctors  of  medicine  may 
legally  practice  medicine  and  perform  medical  pro- 
cedures; recognizes  that  the  “team”  approach  to 
medical  care  of  the  patient  under  the  supervision 
and  direction  of  physicians  is  a de\  eloping  and  de- 
sirable concept,  and  involves  the  participation  of 
many  other  professional  and  technical  health  ser- 
vice providers;  and  fixes  the  responsibility  on  the 
individual  physician  (in  his  own  office)  and/or  the 
medical  staff  (in  hospitals)  for  assuring  that  all 
persons  carrying  out  medical  procedures  under  the 
direction  of  doctors  of  medicine  are  qualified  to  do 
so,  either  by  training,  experience,  or  both.  It  was 
further  \^OTED  to  request  the  President,  E.  Tre- 
main  Bradley,  to  report  to  the  Council  at  the  end  of 
one  year  the  extent  to  which  these  guidelines  have 
been  utilized,  especially  in  hospitals  (special  care 
units,  etc.),  and  the  successes  and/or  shortcomings 
experienced  by  such  utilization.  If  approved  by  all 
four  agencies  participating  in  the  drafting  of  the 
Joint  Statement,  it  is  planned  to  distribute  it  widely 
to  all  concerned  with  a recommendation  that  the 
guidelines  be  followed. 

Report— chairman  Of  CSMS  Committee  On 
State  Legislation 

Isadore  H.  Friedberg,  Newington,  Chairman  of 
the  Legislative  Division  and  of  the  Committee  on 
State  Legislation,  joined  the  Council  to  present  a 
comprehensive  verbal  report  on  the  legislative  pro- 
gram conducted  by  the  Society  during  the  1967 
session  of  the  General  Assembly.  Feeling  that  a 
generally  effective  job  had  been  done,  in  that  a 
majority  of  the  Society’s  positions  had  been  sus- 
tained by  the  legislators,  he  pointed  out  several 
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areas  of  jilanning  ami  execution  tvhich  he  thinks 
can  he  improved  upon  before  and  during  the  next 
session  in  19()9.  It  was  \'()  I El)  to  accept  Dr.  Fried- 
berg’s  report  with  thanks,  and  to  recjiiest  the  (Com- 
mittee to  develop  and  submit  to  the  Cotmcil  a 
recommended  “protocol”  for  an  on-going  legisla- 
tive program  lor  the  Society  at  state  level.  Hope  was 
expressed  that  the  requested  plan  would  be  ready 
for  presentation  at  the  September  meeting. 

New  Program  For  (Military)  Dependents  Medical  Care 

I he  (Cotmcil  was  informed  that  starting  in  the 
near  Intnre,  a “nsnal,  customary  and  reasonable 
charge”  method  of  payment  for  physicians’  .ser- 
\ ices  will  be  instituted  in  (Connecticut  bv  the 
Olhce  of  Dependents  Medical  (fare  Program.  This 
action  will  be  taken  partly  in  resjjonse  to  the 
•Society’s  retpiest  for  same,  and  partly  because  of  the 
Defense  Department  issuing  a directive  that  the 
method  be  used  nationwide.  In  the  new  plan,  the 
Society  will  not  be  a formal  party  (as  at  present)  to 
the  agreement  between  ODSkC  and  the  fiscal  In- 
tel inediary,  but  will  be  expected  to  furnish  an  ad- 
visory and  liaison  committee  and  a mechanism 
(county  medical  association)  for  review  in  unre- 
solved problem  situations  concerned  with  charges 
and/or  utilization.  It  having  been  determined  liy 
()DM(C  that  (Connecticut  Medical  Service,  Inc.  (the 
present  fiscal  intermediary)  will  he  unable  to  ad- 
minister a “usual  and  customary  charge”  plan, 
]uivate  insurance  carriers  are  now  being  ajjproached 
to  take  over  the  program’s  administration.  It  is 
understood  that  the  new  plan  will  re.semble  Medi- 
tate 1)  in  most  resjjects.  It  was  V'O TED  to  receive 
this  report  as  information. 

Communication— Connecticut  State  Society 
Of  Anesthesiologists 

Having  received  a communication  from  Sitlney 

(Chait,  I’orrington,  President  of  the  CSS.V,  con- 
cerning a number  of  matters  relating  to  jxiyment  for 
anesthesia  services  under  the  Title  XIX  program  of 
Metlical  .Assistance,  it  was  VO'EED  to  tlirect  the 
General  Manager  to  rejdy  to  Dr.  (Chait’s  letter,  em- 
phasizing the  following  points: 

(a)  I he  present  uniform  fee  schedule  being  used 
lor  the  d'itle  XIX  j)rogram  was  established  by  the 
(Commissioner  of  Finance  and  (Control,  and  in- 
volved no  “agreement”  to  same  by  the  .Society  or  its 
representatives. 

(b)  Payment  for  anesthesiologists’  services  directly 
to  ]jhysicians  is  not  jjrovided  for  under  the  ]wo- 
gram  as  it  has  been  operating  since  July  1,  1966,  but 
such  jnovisiou  is,  and  will  be,  actively  sought  by 
the  .Society  and  its  representatives  on  various  ad- 
visory councils  and  committees  to  the  state  agencies 
responsible  lor  the  administration  of  tfie  Title  XIX 
program. 


(c)  While  the  legislation  enacted  by  the  1967 
(leneral  .Assembly  retpiires  that  a “new”  uniform 
fee  schedule  be  fonmdated  ami  applied  to  physi- 
cians’ services,  starting  October  1,  1967,  a “usual 
and  customary  charge”  method  is  to  be  used  on  and 
after  March  I,  1968  (similar  to  Medicare  B).  Ibider 
the  latter  method,  no  fee  schedule  as  such  will  be 
utilized.  It  is  not  anticipated  that  the  .Society’s 
“agreement”  to  either  of  these  arrangements  will  be 
sotiglu,  since  they  are  prescribed  by  statute.  In  mak- 
ing nominations  of  “at  least  a majority  of  (twenty 
or  more)  members  of  the  .Society”  to  serve  as  a 
Medical  .Advisory  Gommittee  to  the  Welfare  Com- 
missioner in  the  administration  of  the  “ustial  and 
customary  charge”  method  (starting  March  1.  1968), 
the  Council  plans  to  include  representatives  of  all 
types  of  medical  practice  anti  it  is  expected  that 
recommendations  for  nominees  will  be  .sought  from 
all  (fSMS  Sections  and  other  specialty  groups. 

Further  Report— Relative  Values  Of  Extended-Care 
Facility  Visits 

Pursuant  to  the  Council’s  Quite  15)  request  that 
the  Committee  on  Third  Party  Payments  make 
lurther  study  of,  and  make  atlditional  reconnnentla- 
tions  on,  the  relative  values  of  exteiuled-care  facility 
visits  by  physicians  (single  vs.  multiple  visits,  rou- 
tine vs.  emergency  visits,  etc.),  Howard  K.  Elite, 
Westport,  Chairman  of  the  Committee,  advised  the 
Council  that  the  Committee  planned  to  make  a 
further  report  on  these  (piestions  after  it  had  com- 
pleted  its  task  of  up-dating  the  Relative  Value 
.Schedtde  (as  recently  directed  by  the  Council);  that, 
for  the  present,  Connecticut  (ieneral  be  offered  the 
guidelines  contained  in  the  Committee’s  (trevious 
reports:  i.e.,  “that  Connecticut  General  should  be 
guided  (on  the  subject  cpiestion)  by  the  policy  that 
a physician’s  visit  to  a Xursing  Home  is  ecjuivalent 
in  \alue  to  a House  V'isit,”  and  that  “under  the 
■Section  of  the  Relative  V'alue  .Study  (.Schedule), 
adopted  by  CSMS  in  1965,  which  deals  with  home 
and/or  nursing  home  visits,  these  matters  are 
sjteciHcally  covered  (pending  appropriate  future  up- 
dating and  revising  of  the  RV.S).” 

It  was  VO  I ED  to  thank  Dr.  Elite  for  his  re- 
sjxmse  to  the  Council’s  June  15  reqtiest  for  further 
study  and  report  on  this  subject,  and  to  convey  to 
him  the  Cottncil’s  recognition  that  the  Committee 
on  Third  Party  Payments  is  movitig  to  obtain  the 
information  which  is  being  sought  for  transmittal 
to  (Connecticut  General  re  .Medicare  B payments  for 
visits  to  patients  in  extended-care  facilities. 

Report— Ad  Hoc  Committee  On  Annual 
Meeting  Arrangements 

E.  Treniain  Bradley,  Chairman,  reported  that 
the  .Ad  Hoc  Committee  had  met  with  the  Com- 
mittee on  Program  of  the  Scientific  .As.senibly  on 
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June  29  to  discuss  possible  revisions  in  the  format 
of  the  1968  Annual  Meeting  of  the  Society,  in  re- 
gard to  both  the  House  of  Delegates  and  the  scien- 
tific sessions.  Noting  that  he  was  the  only  member 
of  the  Ad  Hoc  Committee  who  was  able  to  attend 
the  meeting,  Dr.  Bradley  outlined  a number  of 
tentative  plans  tvhich  had  been  developed  and 
asked  for  their  approval  by  the  Council.  In  brief, 
the  plans  call  for  the  House  of  Delegates  to  meet 
o\er  a two-day  period  (instead  of  one  day,  as  in  the 
past).  The  opening  session  would  be  held  during 
the  forenoon  of  Tuesday,  April  30,  following  which 
the  House  would  recess  until  approximately  3:30 
P.M.  of  Wednesday,  May  1.  Reference  Committee 
hearings  would  be  held  at  approximately  3:30  P.M. 
Tuesday  afternoon,  giving  time  for  reproduction 
of  the  Committee  reports  for  distribution  to  the 
Delegates  the  next  day.  During  the  hiatus  between 
recess  of  the  House  at  approximately  12:30  P.M. 
and  the  holding  of  Reference  Committee  hearings 
at  3:30  P.M.  on  Tuesday,  there  would  be  a luncheon 
for  Delegates  followed  by  a 90  minute  program  on 
a subject  of  interest  to  Delegates  and  to  the  general 
membership.  On  that  evening,  at  the  conclusion  of 
the  Reference  Committee  hearings,  there  would  be 
a Delegates  Dinner  (similar  to  the  one  held  at  the 
1967  meeting).  It  is  hoped  that  some  sections  may 
be  able  to  hold  their  annual  sessions  in  the  late 
afternoon  of  the  first  dav  (sections  have  previously 
met  on  the  second  and  third  days  only). 

On  Wednesday,  Alay  1,  the  Scientific  Program 
woidd  take  up  the  forenoon  (as  in  the  past),  and, 
following  luncheon  for  registered  members,  resume 
I until  3 o’clock  or  thereabouts.  The  House  of  Dele- 
gates would  then  convene  for  its  second  (final) 
session,  with  the  Annual  Dinner  (preceded  by  a 
reception)  being  started  at  the  earliest  hour  con- 
sistent with  adjournment  of  the  House  (probably 
“dinner  at  eight’’)  y\  dinner-dance  (or  dinner  with 
dancing)  is  recommended,  instead  of  a speaking  or 
entertainment  program.  On  Thursday,  May  2,  the 
Scientific  Program  would  be  continued  along  more 
or  less  traditional  lines,  concluding  with  the  balance 
of  the  section  meetings  from  3:00  P.M.  on.  It  was 
VOl’ED  to  approve  the  format  for  the  1968  An- 
nual Meeting,  as  outlined  by  Dr.  Bradley.  Further 
meetings  of  the  Ad  Hoc  Committee  on  Arrange- 
ments with  the  Committee  on  Program  of  the  Scien- 
tific Assembly  are  anticipated  to  work  out  some  of 
the  details  associated  with  implementation  of  the 
proposed  revisions. 

N.B.:  The  foregoing  is  a summary  of  the  proceed- 
ings and  actions  of  the  Council  on  July 
26,  1967.  Detailed,  minutes  of  the  meeting 
are  on  file  at  160  St.  Ronan  Street,  New 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 


PLACEMENT  OPPORTUNITIES 

INTERNIST— Board  certified  or  eligible,  mili- 
tary ol)ligations  completed.  Three  year  partnership 
offered  to  right  man  in  a Southern  Connecticut 
town. 

G.P.— for  association  with  another  physician  in  a 
well-established  practice  in  a growing  industrial  city 
in  Southern  Connecticut.  Partnership  possible  after 
one  year. 

OCCUPATIONAL  PHYSICIAN  to  associate 
with  2 other  physicians  and  a stafl  of  9 nurses,  2 
safety  engineers,  1 X-ray  laboratory  technician,  part- 
time  optician  and  a clerical  staff  in  a modern,  fully 
equipped  Occupational  Medical  Department  in 
Central  Connecticut.  Duties  of  Occupational  Physi- 
cian involve  a program  of  prevention  and  treat- 
ment of  occupational  injuries,  illnesses  and  a con- 
tinuous program  of  employee  health  evaluation,  be- 
ginning with  job  preplacement  examination.  Em- 
phasis placed  on  medical  evaluation  of  the  em- 
ployee with  particular  reference  to  physical  de- 
mands and  environmental  exposures  of  his  indi- 
vidual job,  and  participation  in  employee  health 
counseling,  periodic  examination  programs  and 
evaluation  of  environmental  exposure  factors  for 
employee  health  and  safety. 

A program  of  indoctrination  will  be  conducted 
for  the  new  physician.  Work  schedule  consists  of 
5 days  a week  and  no  obligation  to  be  on  call  nights 
or  weekends.  Outside  practice  permitted  if  it  does 
not  interfere  with  regular  duties,  and  he  will  enjoy 
an  excellent  relationshijr  with  local  practitioners, 
considtants  and  hospitals  in  the  Hartford-Spring- 
field  areas.  Salary  commensurate  with  individual’s 
experience.  Write  or  call:  623-1621,  Dr.  Lawrence 
Coleman,  Hamilton  Standard,  Bradley  Field  Road, 
Windsor  Locks,  Connecticut  06096. 

MEDICAL  DIRECTOR-a  leading  industrial 
firm  needs  a top  man.  Board  qualified  in  internal 
medicine  or  occupational  health.  Will  deal  with 
various  industrial  health  problems  and  stq:>ervise  a 
staff.  Responsible  for  planning  and  imjrlementing 
new  programs.  Alost  likely  will  have  clinical  or 
industrial  experience.  This  man  may  come  from  a 
university,  hospital  research  group,  private  practice 
or  government  jirojects.  Headquarters,  New  Eng- 
land. Top  company  and  conditions.  Salary  to 
$35,000.  Contact  Richard  P.  Rita  Personnel,  993 
Farmington  Avenue,  West  Hartford,  236-3249  with 
resume. 

FULL  TIME  Health  Director  needed  for  brand 
new  regional  health  district  in  picturesque  Connec- 
ticut. Handy  to  fine  schools,  colleges,  Berkshire 
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VALIUM' 

(diazepam)Roche 


Before  prescribing,  please  consult  complete  product 
information,  a summary  of  which  follows: 


Contraindications:  Infants,  patients  with  history 
of  convulsive  disorders,  glaucoma  or  known  hyper- 
sensitivity to  drug. 

Warning:  Not  of  value  in  the  treatment  of  psychotic 
patients,  and  should  not  be  employed  in  lieu  of  appro- 
priate treatment. 

Precautions:  Limit  dosage  to  smallest  effective 
amount  in  elderly  or  debilitated  patients  (not  more 
than  1 mg,  one  or  two  times  daily  initially)  to  pre- 
clude ataxia  or  oversedation,  increasing  gradually  as 
needed  or  tolerated.  As  is  true  of  all  CNS-acting 
drugs,  until  correct  maintenance  dosage  is  estab- 
lished, advise  patients  against  possibly  hazardous 
procedures  requiring  complete  mental  alertness  or 
physical  coordination.  Driving  during  therapy  not 
recommended.  In  general,  concurrent  use  with  other 
psychotropic  agents  is  not  recommended.  If  such 
combination  therapy  is  used,  carefully  consider  indi- 
vidual pharmacologic  effects— particularly  with 
known  compounds  which  may  potentiate  action  of 
Valium  (diazepam),  such  as  phenothiazines,  bar- 
biturates, MAO  inhibitors  and  other  antidepressants. 
Advise  patients  against  simultaneous  ingestion  of 
alcohol  or  other  CNS  depressants.  Safe  use  in  preg- 
nancy not  established.  Employ  usual  precautions  in 
treatment  of  anxiety  states  with  evidence  of  impend- 
ing depression;  suicidal  tendencies  may  be  present 
and  protective  measures  necessary.  Observe  usual 
precautions  in  impaired  renal  or  hepatic  function. 
Periodic  blood  counts  and  liver  function  tests  ad- 
visable in  long-term  use.  Cease  therapy  gradually. 

Side  Effects:  Side  effects  (usually  dose-related)  are 
fatigue,  drowsiness  and  ataxia.  Also  reported:  mild 
nausea,  dizziness,  blurred  vision,  diplopia,  headache, 
incontinence,  slurred  speech,  tremor  and  skin  rash; 
paradoxical  reactions  (excitement,  depression,  stim- 
ulation, sleep  disturbances,  acute  hyperexcited  states, 
hallucinations) ; changes  in  EEC  patterns  during  and 
after  drug  treatment.  Abrupt  cessation  after  pro- 
longed overdosage  may  produce  withdrawal  symp- 
toms (convulsions,  tremor,  abdominal  and  muscle 
cramps,  vomiting,  sweating)  similar  to  those  seen 
with  barbiturates,  meprobamate  and  chlordiazepox- 
ide  HCl. 


Dosage  — Mild  to  moderate  psychoneurotic 
reactions,  2 to  5 mg  b.i.d.  or  t.i.d. ; severe  psycho- 
neurotic reactions,  5 to  10  mg  t.i.d.  or  q.i.d.;  alcohol- 
ism, 10  mg  t.i.d.  or  q.i.d.  in  first  24  hours,  then  5 mg 
t.i.d.  or  q.i.d.  as  needed;  muscle  spasm  with  cerebral 
palsy  or  athetosis,  2 to  10  mg  t.i.d.  or  q.i.d.  Geriatric 
patients:  1 or  2 mg/day  initially,  increase  gradually 
as  needed  and  tolerated.  (See  Precautions) 

Supplied:  Valium®  (diazepam)  Tablets,  2 mg,  5 mg 
and  10  mg;  bottles  of  50  and  500. 


Roche  Laboratories 

Division  of 

Hoffmann  - La  Roche  Inc. 
Nutley,  N.J.  07110 


MPORTANT  NEW  INSIGHTS  INTO  HUMAN 
RESPONSE  TO  EMOTIONAL  STRESS: 


ew  confirmation  of  the  effectiveness  of 
alinm®  (diazepam) 


k your  Roche  representative  to  arrange  a 
3sentation  of  this  important  and  fascinating 
iearch  into  certain  somatic  responses  to 
lotional  stress  . . . quantitative,  objective 
;asurement  with  double-blind  controls. 


ease  see  opposite  page  for  important 
escribing  information. 


nioiiiilains,  salt  water,  skiing,  golliiig,  music  centers, 
et(.  Salary  $18,500  per  annum.  Apply  to  Fowler 
W'hiie,  M.D.;  Acting  Director;  Torrington  Re- 
gional Health  District;  59  Field  Street;  Forrington, 
Connecticut  00790  or  j)hone  20.S-482-444 1 . 

I’S5’CH l.A  FRIS’F— challenging  position  open  at 
modern  Connecticut  j)enal  institutiem.  Opportunity 
to  organize  and  develop  treatment  program.  Salary 
range  up  to  $20,500.  Outstanding  retirement  and 
hinge  benefits.  Must  have  three  years’  residency 
in  training  center  acceptable  by  American  Board 
of  Psychiatry  atid  Neurology  and  year  as  staff  psy- 
chiatrist; eligible  lor  Connecticut  license.  Write;  S. 
Stein,  State  Personnel  Department,  405  State  Olhee 
Building,  Ffartford,  Connecticut  00115. 

IN'FERNIS'F— to  act  as  considtant  to  medical 
profession,  hospital  and  nursing  home  administra- 
tors to  assure  creation  and  effective  luTictioning  of 
hospital  services  for  participation  in  the  Hospital 
Insurance  Program;  assists  with  formation  of  utiliza- 
tion review  comnuttees  and  reviews  proposed  plans 
of  hospitals  and  extended  care  facilities;  surveys 
institutions  |)articipating  in  the  Flealth  Insurance 
for  the  Aged  Program  and  provides  professional 
guitlance  to  a medical  staff,  administrators,  and 
owners  concerning  medical  records,  policies,  ami 
utilization  review  plans;  evaluates  medical  staff 
organization;  participates  in  educational  programs 
for  professitmal  and  sub-professional  staff  of  health 
care  facilities;  prepares  and  studies  reports.  Excel- 
lent salary,  good  fringe  benefits  and  retirement 
program.  Contact;  State  Personnel  Department, 
State  Office  Building,  Hartford,  Connecticut  06115 
for  further  information. 

MEDICAL  DIRECTOR  - Full  time  Medical 
Director  for  the  Child  Guidance  Clinic  for  Central 
Connecticut,  Inc.  Boartl  certification  is  not  re- 
(piired.  Experience  with  child  psychiatry  preferred. 
Regular  hours,  qualified  staff.  Progressive  mental 
health  community.  Salary  $18,000-.f25,000,  with  ex- 
cellent fringe  benefits.  Contact  Mrs.  B.  H.  Hunt, 
Personnel  Chairman,  Child  Guidance  Clinic  for 
Central  Connecticut,  Inc.,  116  Lincoln  Street,  Meri- 
den, Connecticut  06450 

MEDICAL  DIRECTOR  of  manufacturing  cor- 
poration in  New"  Britain  area.  Internal  Medicine 
training  preferred  but  not  necessary.  Duties  clinical, 
with  nursing  staff,  sick  room  and  lab  facilities. 
$20,000  jilus  stock  options,  retirement,  etc. 

ASSES  FAN  E MEDICAI.  DIRECTOR  of  insur- 
ance company  division,  Hartford.  Internal  Medi- 
cine training  preferred  but  not  necessary.  Duties 
clinical.  $18,000  plus  fringe  benefits. 
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ASSIS  I ANT  SURGICAL  DIRECFOR  of  in- 
surance company  division.  $22,500  plus  fringe  bene- 
fits. .Some  administrative  experience.  Duties  clinical 
and  administrative. 

HOUSE  PFIVSICIAN-Diversified  duties  in  ac- 
credited, \ohuitary  hosiiital.  Connecticut  license 
required.  Monday  through  Eriday,  every  other 
Saturday  morning.  $18,000  a year.  Write  P.  O.  Box 
3474,  Bridgeport,  Connecticut  06604. 

DIRECTOR  OE  PSYCHIATRIC  TRAINING- 
Board  certified.  To  direct  3-year  approved  psy- 
chiatric residency  jirogram  at  an  1800-bed,  com- 
munity-oriented, geographically  decentralized  men- 
tal hospital.  Also,  to  coordinate  iisychiatric  educa- 
tion for  nurses,  psychologists,  social  workers  and  oc- 
cupational therapists  in  university  affiliated  pro- 
grams. Previous  teaching  experience  necessary. 
Hospital  affiliated  with  \’ale  Fhiiversity,  possibility 
for  faculty  appointment.  Excellent  fringe  benefits. 
Starting  salary  range;  $18,790  to  $21,710.  All  par- 
ticulars iti  first  letter,  including  references.  White; 
Mehadin  K.  Arafeh,  M.D.,  Superintendent,  Con- 
necticut Valley  Hospital,  Box  351,  Middletown, 
Connecticut. 

P.YTHOLOGIST— full  time  or  half-time,  to 
direct  a clinical  laboratory  in  an  1800-bed  mental 
hospital.  zVmple  opportunity  for  research  and 
teaching  available.  Well  equipped  and  staffed 
laboratory.  Emphasis  on  neuropathology.  Board 
certified  or  eligible  pathologist  preferred.  Starting 
salary  range;  $16,469  to  $19,760.  Excellent  fringe 
benefits.  All  particulars  in  first  letter,  including 
references.  Contact:  Mehadin  K.  Arafeh,  M.D., 
Superintendent,  Connecticut  Valley  Hospital,  Box 
351,  Middletowm,  Connecticut. 

PSYCHIATRIST  — needed  for  a community- 
oriented  mental  hospital.  To  direct  or  work  in  300 
bed  comprehensive  mental  health  center,  one  of 
several  units  in  a 2100-bed  state  mental  hospital. 
Opportunity  for  teaching,  clinical  w"ork  and  re- 
search. ’Fo  work  with  team  of  social  workers,  psy- 
chiatric residents,  p.sychologists,  occupational  thera- 
pists and  nursing  staff.  OPD,  Day-care,  in-patient 
considtation  and  emergency  care  available.  Op- 
portunity for  association  wdth  Wesleyan  University, 
Yale  Lhiiversity  and  UConn.  Starting  salary:  $15,240 
to  $20,000,  depending  on  experience.  Annual  pay 
increases. 

Also,  other  senior  staff  positions  may  be  available 
-Salary:  $2,180  to  $22,700. 

Excellent  fringe  benefits.  All  particulars  in  first 
letter  including  references.  Contact:  Mehadin  K. 
Arafeh,  M.D.,  Superintendent,  Connecticut  Valley 
Flospital,  Box  351,  Middletow'n,  Connecticut. 
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PLACEMENT  WANTED 


BOOKS  RECEIVED 


Books  received  for  review  are  acknotvledged  in  this 
department  and  such  acknowledgement  must  be  re- 
garded as  a sufficient  return  for  the  courtesy  of  the 
sender.  Selection  will  be  made  for  review  in  the 
interests  of  our  readers  and  as  space  permits. 


Infant  Nutrition.  Edited  by  Samuel  J.  Fomon,  M.D.  W.  B. 
Saunders  Company,  Philadelphia  and  London,  1967.  299  pp. 
Illustrated.  $10.50. 


Gout.  Third  Edition.  Edited  by  John  H.  Talbott,  M.D.  Grime 
& Stratton,  New  York  and  London,  1967.  295  pp.  $12.50 
Historic  Derivations  of  Modern  Psychiatry.  Edited  by  lago 
Galdston,  M.D.  McGraw-Hill  Book  Company,  New  York, 
Toronto,  Sydney  and  London,  1967.  241  pp.  $12.50. 


Manual  of  Preoperative  and  Postoperative  Care.  By  the  Com- 
mittee on  Pre  and  Postoperative  Care,  American  College 
of  Surgeons.  Editorial  Subcommittee:  Henry  T.  Randall, 
M.D.,  Chairman;  James  D.  Hardy,  M.D.  and  Francis  D. 
Moore,  M.D.  W.  B.  Saunders  Company,  Philadelphia  and 
London,  June  26,  1967.  506  pp.  $8.50. 


Bedside  Medicine,  2nd  Edition.  Edited  by  I.  Snapper,  M.D. 
and  Alvin  I.  Kahn,  M.D.  Grime  & Stratton,  New  York  and 
London,  1967.  824  pp.  $18.75. 


Medical  Licensing  in  America,  1650-1965.  Edited  by  Richard 
Harrison  Shryock.  The  Johns  Hopkins  Press,  Baltimore, 
Maryland,  1967.  124  pp.  $5.00 


Respiratory  Physiology.  Edited  by  N.  Balfour  Slonim,  M.D., 
Ph.D.  and  John  L.  Chapin,  Ph.D.  The  C.  V.  Mosby  Com- 
pany, Saint  Louis,  1967.  199  pp.  $8.75. 


Prognosis:  A Guide  to  the  Study  and  Practice  of  Clinical 
Medicine.  Edited  by  Leslie  A.  Osborn,  M.D.  Charles  C. 
Thomas,  Publisher,  Springfield,  Illinois,  1966.  286  pp.  $10.00. 


1967  Meetings 

September  27— 175th  Semi-Annual  meeting  of 
the  Hartford  County  Medical  Association  will  be 
held  at  the  Hartford-Hilton  Hotel,  Hartford.  Busi- 
ness meeting  starting  at  5 P.M.  and  dinner  at  ap- 
proximately 7 p.m. 

October  26— Semi-Annual  meeting  of  the  New 
Haven  County  Medical  Association  to  be  held  at 
Waverly  Inn,  Cheshire,  Conn.,  beginning  at  3:30 
p.m. 

1968  Meetings 

April  30,  May  1-2— 176th  Annual  Meeting  of  the 
Connecticut  Medical  Society  to  be  held  at  the  Hart- 
ford-Hilton Hotel,  Hartford,  Connecticut. 


SllRGEON  — 37  years  of  age.  Board  eligible, 
wishes  to  practice  with  a group  or  an  as.sociate  in  a 
medium-sized  community. 

SURGEON— Board  certified,  military  obligations 
completed.  Wishes  to  practice  in  a medium  to  small 
community  in  a solo  or  associate  practice.  Available 
immediately. 

ANESTHESIOLOGIST  - Board  eligible,  with 
residency  in  Internal  Medicine.  Wishes  to  practice 
in  a small  community  in  a solo  or  associate  practice. 
Available  immediately. 

G.P.— 49  years  of  age,  applied  for  Connecticut 
license.  Would  like  to  practice  in  a large  or 
medium-sized  community  in  an  associate  or  group 
practice. 

INTERNIST— 43  years  of  age.  Board  eligible. 
Wishes  to  practice  with  a group  or  an  individual. 
Excellent  training  in  Cardiology.  Connecticut  li- 
cense. 

ANYONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL  MAN- 
AGER’S OEEICE,  160  ST.  RONAN  STREET, 
NEW  HAVEN,  CONNECTICUT  06511. 


Now  Available 

Copies  of  the 

Connecticut  State  Medical  Society 

1967  ROSTER 

$5.00*  a copy 

*plus  314%  sales  tax  for  Connecticut  delivery  ($5.18). 


Order  Form 

To:  Connecticut  Medicine 
160  St.  Ronon  Street 
New  Haven,  Connecticut,  06511 

Enclosed  is:  $ 

Send  to:  Name 

Address 
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This  pain  is 
getting  on 
my  nerves. 

Patients  in  pain  often  experience  concomitant  anxiety  and  tension, 
which  may  add  to  the  burden  of  pain. 

For  such  patients,  you  may  want  to  prescribe  a preparation  that 
offers  more  than  simple  analgesia. 

A good  choice  is  often  Equagesic®  (meprobamate  and  ethohep- 
tazine  citrate  with  aspirin).  It  helps  relieve  pain.  And  anxiety.  And 
skeletal  muscle  spasm  as  related  to  pain  or  anxiety  and  tension. 


® 


TABLETS 


Equagesic 

(meprobamate  and  ethoheptazine 
citrate  with  aspirin) 


Contraindications:  History  of  sensitivity  or  severe  intolerance  to  aspirin  or 
meprobamate. 

Warnings:  USE  IN  PREGNANCY;  Safety  for  use  during  pregnancy  or  lactation 
has  not  been  established;  therefore  it  should  be  used  in  pregnant  patients  or 
women  of  child-bearing  age  only  when  the  physician  judges  its  use  essentiai  to 
the  patient's  weifare. 

Precautions:  Keep  out  of  reach  of  children.  Not  recommended  for  patients 
12  years  old  or  less.  Carefully  supervise  dose  and  amounts  prescribed,  especially 
for  patients  prone  to  overdose  themselves.  Excessive  prolonged  use  of  meprobamate 
may  result  in  dependenceor  habituation  in  susceptible  persons— as  alcoholics,  ex-addicts, 
severe  psychoneurotics.  Withdraw  gradually  after  prolonged  high  dosage  to  avoid  possibly 
severe  withdrawal  reactions  including  epileptiform  seizures.  Warn  patients  of  possible  reduced 
alcohol  tolerance.  If  drowsiness,  ataxia  or  visual  disturbances  (impairment  of  accommodation  and 
visual  acuity)  occur,  reduce  dose.  If  symptoms  persist,  caution  patients  against  operating  machinery 
or  driving.  After  meprobamate  overdose,  prompt  sleep,  reduction  of  blood  pressure,  pulse  and 
respiratory  rates  to  basal  levels,  and  hyperventilation  are  reported.  Give  cautiously  to  patients  with 
suicidal  tendencies.  Treat  attempted  suicide  (has  resulted  in  coma,  shock,  vasomotor  and  respira- 
tory collapse  and  anuria)  with  immediate  gastric  lavage  and  appropriate  supportive  therapy  (CNS 
stimulants  and  pressor  amines  as  indicated). 

Side  Effects:  Ethoheptazine  and  aspirin  may  occasionally  cause  nausea,  vomiting,  epigastric  distress, 
and  rarely  dizziness.  Overdosage  may  result  in  CNS  depression  (drowsiness  and  lightheadedness)  or 
CNS  stimulation  and  salicylate  intoxication  (requires  induced  vomiting  or  gastric  lavage,  specific 
parenteral  electrolyte  therapy  for  ketoacidosis  and  dehydration,  and  observation  for  hypoprothrom- 
binemic  hemorrhage  [usually  requires  whole  blood  transfusions]).  Meprobamate  may  cause  drowsiness, 
ataxia  and  rarely  allergic  or  idiosyncratic  reactions.  These  reactions,  sometimes  severe,  can  develop  in 
patients  receiving  only  1 to  4 doses  who  have  had  no  previous  contact  with  meprobamate.  Mild  reactions  are 
characterized  by  urticarial  or  erythematous  maculopapular  rash.  Acute  nonthrombocytopenic  purpura  with 
petechiae,  ecchymoses,  peripheral  edema  and  fever  have  been  reported.  If  allergic  reaction  occurs, 
meprobamate  should  be  stopped  and  not  reinstituted.  Severe  reactions,  observed  very  rarely,  include  angio- 
neurotic edema,  bronchial  spasms,  fever,  fainting  spells,  hypotensive  crises  (1  fatal  case),  anaphylaxis, 
stomatitis  and  proctitis  (1  case)  and  hyperthermia.  Treat  symptomatically  such  as  with  epinephrine,  anti- 
histamine and  possibly  hydrocortisone.  A few  cases  of  leucopenia,  usually  transient,  have  been  reported 
following  continuous  use.  Rarely,  cases  of  aplastic  anemia  (1  fatal  case),  thrombocytopenic  purpura,  agranulo- 
cytosis, and  hemolytic  anemia  have  been  reported;  almost  always,  in  the  presence  of  known  toxic  agents. 
Composition:  150  mg.  meprobamate,  75  mg.  ethoheptazine  citrate  and  250  mg.  aspirin  per  tablet. 


Wyeth  Laboratories  Philadelphia,  Pa. 


Around  The  State 


New  Haven  County 

A $339,158  grant  from  the  U.S.  Children’s 
Knreau  will  enable  the  Yale  School  of  Medicine  to 
join  with  the  City  oi  New  Haven  to  set  up  a com- 
prehensive Health  Care  Center  for  children  in  the 
Hill  section  of  the  city.  The  Yale-New  Haven  Hos- 
pital will  collaborate  in  the  program. 

The  announcement  was  made  jointly  by  Mayor 
Richard  C.  Lee  of  New  Haven  and  Dr.  Phedrick  C. 
Redlich,  Dean  of  the  Yale  School  of  Medicine,  who 
said  that  the  grant  is  one  of  the  first  in  the  nation 
to  set  up  such  a program. 

More  than  8,000  children  under  21  years  of  age 
living  in  the  Hill  neighborhood  will  be  eligible  for 
comjjrehensive  health  care— diagnosis,  treatment 
and  after-care— supplementing  existing  medical  and 
dental  services  in  that  section.  I’he  new  Center  is 
expected  to  open  about  April,  1968,  and  the  staff 
will  provide  24-hour,  seven-day  medical  coverage. 

Dr.  Charles  D.  Cook,  Chairman  of  the  Depart- 
ment of  Petliatrits,  has  named  Dr.  Nelson  K.  Ord- 
way.  Professor  of  Pediatrics  at  the  Yale  School  of 
Metlicitie,  to  Ite  Acting  Director  for  the  new 
Center.  He  will  be  responsible  for  recruiting  the 
Centei’s  j^ermanent  staff  and  for  establishing  ad- 
visoiy  committees  representing  medical  center 
department,  community  health  and  welfare  agen- 
cies and  ffill  residents. 

riie  Hill  neighborhood  is  defined  as  an  irregu- 
larly triangular  section  in  the  southwestern  part  of 
New  Haven,  bounded  for  the  most  part  by  the  Oak 
Street  Connector,  Legion  Avenue,  the  West  River 
and  the  New  Haven  Harbor.  The  integrated  com- 
munity has  been  selected  by  New  Haven  for  con- 
sideration in  Washington  as  the  “model  cities” 
neighborhood.  The  Yale-New  Haveti  Medical 
Center  is  located  in  this  section. 

The  New  Center 

The  personnel  of  the  new  health  center  will 
include  pediatricians,  dentists.  Child  Psychiatrists, 
community  health  nurses,  social  workers,  nutrition- 
ists, and  neighboring  aides.  The  initial  staff,  in- 
cluding administrative  personnel,  will  number 
about  35.  Other  specialists  will  come  to  the  Center 
on  a scheduled  basis  or  by  special  arrangement. 
Emergency  care  will  be  provided  at  the  Center 
except  in  the  case  of  children  requiring  specialized 
procedures,  such  as  anesthesia,  and  surgical  inter- 
vention. The  Health  Center  services  will  be  backed 
up  by  the  resources  of  the  Yale-New  Haven  Medi- 
cal Center  to  which  patients  will  be  referred  for 
selected  specialty  consultations  and  follow-up,  X- 
rays  and  specialized  laboratory  work,  emergency 


care  not  piovidcd  at  the  Health  Center  and  hos- 
pitalization when  indicated. 

d'he  Center,  with  the  hel|>  of  the  Hill  Health 
Council  and  the  Redevelopment  Agency,  is  seeking 
a location  in  a central  spot  in  the  neighborhood 
for  quaiters.  Spanish  speaking  interpreters  will  be 
provided,  both  at  the  Health  Center  during  opera- 
tion and  as  necessary  for  personal  or  telephone 
consultation  at  other  times. 

Health  services  will  be  directed  to  the  child  as 
a member  of  the  fatnily;  consec|uently,  health  work- 
ers will  be  brought  together  in  “family-care  teams.” 
The  health  team  will  include  neighborhood  resi- 
dents who  will  work  as  neighborhood  aides  to  per- 
form two  important  futictions.  First,  under  the 
guidance  of  the  professional  staff  they  will  carry 
out  certain  medical  and  nursing  tasks  and  offer 
limited  counsel  to  families,  not  only  in  the  Health 
Center  itself  but  also  in  the  children’s  homes. 
Second,  they  will  seek  out  children  who  might  use 
the  medical  anti  dental  services  and  help  make 
those  services  useful  to  them. 

Nursing  services  will  be  provided  by  public 
health  nurses  specially  assigned  to  the  Child  Health 
Project.  These  nurses  will  collaborate  with  the 
pediatrician,  social  worker,  and  other  Health 
Center  staff  to  provide  comprehensive  services  to 
the  chiklren. 

Screetting,  diagnostic,  and  preventive  health  ser- 
vices will  be  given  without  charge  to  all  Hill 
children  under  21  years  of  age.  Treatment  will  be 
provided  children  from  families  with  low  incomes 
as  defined  by  federal  and  state  regulations.  Chil- 
dren may  also  be  eligible  for  treatment  if;  (1)  the 
family  has  needs  and  financial  obligations  requir- 
ing special  consideration  or  (2)  costs  of  treatment 
are  anticipated  to  be  unusually  high.  All  children 
needing  emergency  treatment  will  be  treated  at 
once  without  eligibility  screening. 


Hall-Brooke  Hospital  Founciation,  Inc. 

HALL -BROOKE  HOSPITAL 

Westport,  Conn.  Telephone:  (203)  227-1251 

A Dynamically  Oriented  Hospital  for  the 
care  and  Treatment  of  Psychiatric  Disorders, 
within  a Therapeutic  Community. 

Accredited  by:  The  Joint  Commission  of  Accreditation  of  Hos- 
pitals and  the  American  Psychiatric  Association 

Albert  M.  Moss,  M.D.  Leo  H.  Berman,  M.D. 

Medical  Director  Clinical  Director 

Elisabeth  Solomon,  Executive  Director 
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Professional  Courtesy 

Adopted  by  the  AMA  Judicial  Council 
June  17,  1967 

The  custom  of  professional  courtesy  embodies 
the  ancient  tradition  of  fraternalism  among  physi- 
cians in  the  art  which  they  share,  and  their  mutual 
concern  to  apply  their  learining  for  the  benefit 
of  one  another  as  well  as  their  patients.  The  Judi- 
cial Council  reaffirms  and  endorses  the  principle  of 
professional  courtesy  as  a noble  tradition  that  is 
adaptable  to  the  changing  scene  of  medical  practice. 

Professional  courtesy  is  not  a rule  of  conduct  that 
is  to  be  enforced  under  threat  of  penalty  of  any 
kind.  It  is  the  individual  responsibility  of  the  physi- 
cian to  determine  for  himself  and  within  his  own 
conscience  to  whom  and  the  extent  to  which  he  shall 
allow  a discount  from  his  usual  and  customary  fees 
for  the  professional  services  he  renderes,  and  to 
whom  he  shall  render  such  services  without  charge 
as  professional  courtesy. 

The  following  guidelines  are  offered  as  sugges- 
tions to  aid  physicians  in  resolving  cpiestions  related 
to  professional  courtesy. 

1.  Where  professional  courtesy  is  offered  by  a 
physician  but  the  recipient  of  services  insists  upon 
payment,  the  physician  need  not  be  embarrassed  to 
accept  a fee  for  his  services. 

2.  Professional  courtesy  is  a tradition  that  applies 
solely  to  the  relationship  that  exists  among  physi- 
cians. If  a physician  or  his  dependents  have  in- 
surance providing  benefits  for  medical  or  surgical 
care,  a physician  who  renders  such  service  may  ac- 
cept the  insurance  benefits  without  violating  the 
traditional  ethical  practice  of  physicians  caring  for 
the  medical  needs  of  colleagues  and  their  de- 
pendents without  charge. 

3.  In  the  situation  where  a physician  is  called 
upon  to  render  services  to  other  physicians  or  their 
immediate  families  with  such  frecjuency  as  to  in- 
volve a significant  proportion  of  his  professional 
time,  or  in  cases  of  long-term  extended  treatment, 
fees  may  be  charged  on  an  adjusted  basis  so  as  not 
to  impose  an  unreasonal^le  burden  upon  the  physi- 
cian rendering  services. 

4.  Professional  courtesy  should  always  be  ex- 
tended without  qualification  to  the  physician  in 
financial  hardship,  and  members  of  his  immediate 
family  who  are  dejrendent  iq^on  him. 


Patronize  Your  JOURNAL 
Advertisers 


Four  In  Physician's  Family 
Win  Ribbons  At  Art  Exhibit 


Dr.  Yale  Gordon  of  West  Hartford,  who  was  re- 
elected president  of  the  Section  on  General  Practice 
of  the  Connecticut  State  Medical  Society  at  the 
175th  Annual  Meeting,  admires  the  works  of  art  his 
family  submitted  to  the  Connecticut  Physicians 
Art  Association  exhibit  at  the  meeting.  Seated  are: 
Mrs.  Gordon  whose  “Pills  and  Frills’’  was  awarded 
a blue  ribbon  and  Barry  Gordon  whose  “Snow 
Patterns”  earned  him  a red  ribbon.  Standing  are 
Justin  Gordon  who  won  an  honorable  mention  for 
his  “Sun-Tanning”  and  Harold  Gordon  whose 
“Fruit”  took  a blue  ribbon. 


CHANGES  OF  ADDRESS 

Change  of  Address  may  be  made  by  sending 
old  address  (as  it  appears  on  your  JOURNAL 
envelope)  and  new  address  with  zipcode  num- 
ber. Instructions  should  state  whether  change 
is  temporary  or  permanent.  Allow  four  weeks 
for  changeover. 

Send  to:  CONNECTICUT  MEDICINE 
160  St.  Ronan  Street 
New  Haven,  Connecticut,  06511 
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WOMAN^S  AUXILIARY  TO  THE 
CONNECTICUT  STATE  MEDICAL 
SOCIETY 

Conference  On  Sex  Education 

A conference  on  sex  education  was  held  in  New 
Haven  in  |ntie  by  the  Connecticut  State  Medical 
Society. 

The  meeting  was  started  by  some  speakers  stating 
statistics  showing  the  need  of  more  and  better  sex 
education  iti  the  schools.  Following  the,se  given 
facts,  these  list  below  w'as  suggested  as  a beginning. 

1.  Set  up  a bureau  with  local  speakers. 

2.  .Set  up  programs  with  the  teachers. 

■S.  Set  up  a workshop  with  schocjl  educators  and 
physicians. 

1.  Stress  health  editcation  is  as  importatit  as  any 
other  sidjject. 

.5.  Mcjst  pilot  programs  are  usually  successful 
;ind  should  be  continued  with  .some  helj). 

I).  .\  guide  line  should  be  set  up  by  the  Connecti- 
cut State  Medical  Society  fcjr  organi/ation  and 
program. 

Fhe  C^otniecticnt  State  Medical  Society  advised 
a follow  up  meeting  in  the  near  future. 

Some  releiences  given  tvere; 

.\  Circidnm  Guide  in  Se.x  Education— by 
Helen  Manly,  St.  Louis,  Missouri. 

MMM-Health  Education  pamphlets  aiul 
etc.  as  teaching  aids  SIECUS. 

The  above  is  one  program  wdiich  the  counties 
auxiliaries  might  help  with  in  getting  it  accepted  in 
the  schools. 

This  past  Spring  scholarships  were  given  to  the 
Cniversity  of  Connecticut  to  be  used  lor  students 
attending  the  special  summer  coins  entitled  “Eam- 
ily  Living.”  The  Ones  giving  these  scholarships 
were; 

Hartford  Ciounty— (3  New  Haven  (Mnnty— 1 

.Middlesex  Ciounty— 1 State  Auxiliary— I 

.Another  program  w'e  continue  to  work  on  is  the 
.A.M..A.E.R.E.  Our  State  Woman’s  Auxiliary  is  pro- 
curing a set  of  Christmas  Cards  that  are  available 
this  year.  If  any  County  Auxiliary  is  interested,  they 
shotdd  contact  the  state  chairman  of  A.M..A.E.R.E. 

W'ith  Eall  upon  us  our  state  board  meetings  are 
beginning  this  month.  It  is  imperative  that  all 
county  presidents  attend  these  meetings.  All  presi- 
dents-elect  are  welcome,  and  it  is  suggested  they  at- 
tend at  least  one  meeting  before  they  take  the  office 
of  president. 

In  Memoriam 

Mrs.  James  Raglan  Miller,  U^est  Hartford,  Past 
State  President;  Mrs.  Fritz  Myer,  Bridgeport,  Past 
State  President;  Mrs.  U’illiam  Fate,  Deep  River. 


In  Memoriam 


Hirata,  Isao-AVoodbridge;  Vale  Medical  School, 
1912.  He  was  a practicing  physician  in  the  New 
Haven  area  for  over  50  years.  Dr.  Hirata  was  a 
former  member  of  the  staff  at  the  Yale-New  Haven 
Hospital.  He  was  a member  of  the  New  Haven 
County  Medical  Association,  the  (Connecticut  State 
Medical  Society,  and  the  American  Medical  Asso- 
ciation. Dr.  Hirata  died  August  1 1,  at  the  age  of  80. 

Lovelace,  Theodore  R.  — U^aterbury;  Howard 
Cniversity  School  of  Medicine,  1930.  Dr.  Lovelace 
was  health  tlirector  of  the  Town  of  Prospect.  He 
served  as  the  physician  of  the  State  Athletic  Com- 
mission, and  as  school  physician  for  the  Waterbury 
Board  of  Education.  He  was  a member  of  the 
W’aterbury  Medical  Association,  the  New  Haven 
(County  Medical  Association,  the  Connecticut  State 
Medical  Society,  and  the  American  Medical  Asso- 
ciation. He  was  a past  jnesident  of  the  Family  Doc- 
tors’s Association.  Dr.  Lovelace  died  July  29,  at  the 
age  of  (32. 

Woodward,  Harold  B.  — Bristol;  Johns  Hopkins 
Medical  .School,  1912.  Dr.  WModward  was  an  eye, 
ears  and  throat  specialist  in  the  Bristol  area  for 
over  40  years.  During  World  VWtr  I,  he  was  in  the 
U.S.  Army  Medical  Corps  and  sailed  with  the  first 
contingent  of  LkS.  troops  to  go  overseas.  He  was  an 
attending  surgeon  at  Bristol  Hospital  and  New 
Haven  Hospital  and  was  made  an  instructor  in 
ophthalmology  and  clinical  a.ssistant  at  the  Yale 
Medical  School.  He  was  a member  of  the  Bristol 
Medical  Society,  the  Litchfield  County  Medical 
.Association,  the  Connecticut  State  Medical  .Society, 
and  the  American  Medical  Association.  Dr.  MMod- 
ward  died  August  1,  at  the  age  of  80. 


Doctor's  Office 


Michael  M.  Conroy,  M.D.,  announces  the  opening 
ol  an  office  for  the  practice  of  general  surgery  at 
173  Broad  Street,  Meriden. 

Thomas  L.  Cronan,  M.D.,  announces  the  reloca- 
tion of  his  office  for  the  practice  of  general  medicine 
tez  4719  Madison  Avenue,  Trumbull. 

Harold  T.  Oesau,  Jr.,  M.D.,  announces  the  open- 
ing of  an  office  for  the  practice  of  general  surgery  at 
50  Ridgefield  Avenue,  Bridgeport. 
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special  Notices 


YALE  UNIVERSITY  SCHOOL  OF  MEDICINE 
Department  of  Epidemiology  & Public  Health 
Fall  Lecture  Series  1967 

THE  FEDERAL  GOVERNMENT  AND  THE  PHYSICIAN 
12:45  p.m.  Fitkin  Theatre,  Yale-New  Haven  Medical 
Center:  Mondays  & Fridays 

18th  September— Dr.  Edward  Cohart,  Chairman  & Professor 
of  Epidemiolog)’  & Public  Health,  Yale  University.  “Ihe 
Federal  Government  Sc  Health:  A Historical  Review.” 

22nd  September— Dr.  \Villiam  Kissick,  Director,  Public  Health 
Programming,  U.S.  Public  Health  Service.  “The  Federal 
Government  and  Evolving  Health  Policy.” 

25th  September— Dr.  Sven  Gundersen,  Clinical  Professor  of 
Medicine,  Dartmouth  University.  “What  the  Patient  and 
the  Physician  Stand  to  gain.” 

29th  September— Dr.  Tremain  Bradley,  President,  Connecticut 
State  Medical  Society.  “Organized  Medicine  and  the  Pa- 
tient.” 

2nd  October— Dr.  Robert  Berg,  Chairman  Sc  Professor  of 
Preventive  Medicine,  University  of  Rochester.  “Regional 
Medical  Programs:  The  Regional  Viewpoint.” 

6th  October— Mr.  John  Chaffee,  Governor  of  Rhode  Island. 
“A  Governor's  view  of  Washington  and  the  Physician.” 

9th  October— Mr.  Karl  Yordy,  Asst.  Director,  Regional  Medical 
Programs,  N.I.H.  “Regional  Medical  Programs:  New  Re- 
lationsbips.” 

13th  October— Dr.  James  Cavanaugh,  Director,  Comprehensive 
Health  Service  Planning,  U.S.P.H.S.  “The  Federal  Govern- 
ment, The  Hospital,  and  the  Private  Physician.” 

16th  October— Dr.  Richard  Weinerman,  Professor  of  Public 
Healtb  & Medicine  Yale  University.  “Looking  Into  the 
Future:  Lessons  to  be  Learned  from  Other  Countries” 

NOTE:  Titles  which  are  underlined  have  been  provided  by 
the  speakers,  the  others  describe  tbe  topics  to  be 
covered. 


NOTE 

Please  send  all  registrations,  requests  for  information  and 
applications  to: 

Edward  C.  Rosenow,  Jr.,  M.D.,  F.A.C.P. 
Executive  Director 
American  College  of  Physicians 
4200  Pine  Street 
Philadelphia,  Pa.  19104 


SPECIAL  LECTURE 

YALE  UNIVERSITY  SCHOOL  OF  MEDICINE 
Tuesday,  5:00  P.M.,  October  10,  1967 

“A  Report  on  .Socialized  Medicine  in  Eastern  Europe” 
Dr.  E.  Richard  Weinerman 
Professor  of  Medicine  and  Public  Health 
Mary  S.  Harkness  Auditorium 
333  Cedar  Street,  New  Haven 

This  lecture  is  open  to  all  who  may  be  interested. 
Physicians  on  call  may  leave  the  number 
562-1151;  ext.  440 


MEDICAL  SYMPOSIUM 
on 

CORONARY  HEART  DISEASE 
October  12,  1967 
St.  Mary's  Hospital 
Waterbury 
at  9:30  A.M. 

Sponsored  by  the  Northwest  Chapter 
of  the 

Connecticut  Heart  Association  and  the  Department 
of  Graduate  Education  of  St.  Mary’s  Hospital 

Reservations  may  be  made  by  contacting 
The  Northwest  Chapter,  Connecticut  Heart  .Association, 
48  Holmes  Avenue 
Waterbury,  Connecticut 
Telephone  754-4146 


THE  AMERICAN  COLLEGE  OF  PHYSICIANS 

presents 

RENAL  DISEASES  AND  FLUID  AND  ELECTROLYTE  BALANCE 
October  9-13,  1967 

MEETING  PLACE 

University  of  Washington  School  of  Medicine 
E.  Pacihe  Street 
Seattle,  Washington  98105 
Telephone:  A.  C.  206  543-3792 
DIRECTOR:  Belding  H.  Scribner,  M.D.,  F.A.C.P. 

CO-DIRECTOR:  David  P.  Simpson,  M.D. 

FEES:  A.C.P.  Members,  $60;  Nonmembers,  $100. 
(Minimal  Registration,  40;  Maximal  Registration,  60) 


/t’s  your  professional  privilege 
to  replenish  your  ranks , . . 

Give  to 

medical  education 
tlirough  AMA-ERF 

American  Medical  Association 
Education  and  Research  Foundation 

535  N.  Dearborn  St.,  Chicago  10,  Illinois 
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NEW  BOOKS  IN  REVIEW 


ARTERlOCrRAPHY : Principles  anil  Techniques  Einpha- 
sizinc  Its  Application  in  ('.oinniiinity  Hospital  Prac- 
tice. Joseph  L.  Curry,  M.l).  and  Willard  I.  Howland, 
The  If  . R.  Saunders  Co.,  Philailel phia  and  London, 
19Mt.  H2H  pp.  with  222  figures.  $14.00. 

Reviewed  by:  LOUIS  11.  N \HUM 
Ilit'ic  ;uc  now  novice  ai tei iographcis  and  they  need  a 
.safe  and  sane  a|)|)n)adi  to  tliis  important  leclmitpie  of 
visuali/ing  arteries.  1 he  proeednres  themselves  ate  not 
withoni  lia/ard  es])ecially  in  technics  of  coronary  and  cere- 
l)ial  ai teriogra|)liy  where  catheters  can  ohstrnct  an  impor- 
tant vessel.  Nevertheless  the  technics  can  be  made  relatively 
safe  when  they  are  |)crformed  cautiously  and  wdth  scrnpulons 
attention  to  well  estahlished  principles. 

1 he  material  gtithcred  in  the  hook  was  olrtaincd  over  a 
peiiocl  of  several  years  in  a community  hospital  and  the 
authors  recognized  the  carious  problems  enconntered  in  over 
1,200  arleriographic  jnocedures.  1 hey  clearly  laid  clown  the 
basic  ])rinciples  involved  in  the  technicpie  of  arteriography 
in  this  hook  and  published  223  clear  unmistakable  ligures 
revealing  the  diagnostic  value  of  this  procedure. 

There  aie  nine  cha|>ters  and  an  index  dealing  lirst  with 
essential  ecpiipment  and  materials,  technics  of  [leripheral 
artery  puncture,  com|)lications  and  precautions  and  linally 
aortography  and  its  branches  including  cerebral  and  renal 
bronchial  celiac  and  mesenteric,  pancreatic  and  others,  Lhe 
last  cha|)ter  deals  with  surgical  and  ]Jost  mortem  arteriog- 
raphy, Coronary  arteriography  is  merely  mentioned  because 
as  the  authors  point  out  it  is  highly  specialized  and  because 
of  the  possibility  of  coinjilications, 

Pros])ective  arteriogra[)hers  are  urged  to  obserce  arterio- 
graphic  iirocedures  in  one  of  the  large  medical  centers  or  in 
a community  hospital  where  they  aic  frecpicnlly  performed 
first,  hefoie  they  begin  utilizing  this  method  in  practice. 

ETHICS  II\  MEDICAL  PR(4GRESS;  With  special  refer- 
ence to  trans/dantation.  Ciba  Foundatioti  Syinpo- 
siuni.  Eflited  by  G.  E.  ff  . ffolstenholine,  O.B.E., 
M.A.,  F.R.C.P.,  F.  I.  Riol.  and  Maeve  O'Connor. 
li.A.  Little,  Brown  and  Company,  Boston.  1966,  257 
l>p.  $11.75. 

Reciewed  by:  J.  ALFRED  FABRO 
In  March  191)6  in  London,  Dr.  W'olsenholme,  director,  as- 
semhled  this  conference  made  up  of  ijhysicians.  lawyers,  theo- 
logians, and  others  concerned  with  the  scientific,  ethical,  and 
legal  jmihlcms  of  medical  progress,  especially  of  transplanta- 
tion, Among  them  w'ere  the  American  physicians,  Murray, 
Reemtsma,  ,Schreiner,  .Strazl,  and  ^Vasmuth,  Also  represented 
W'ere  Italy,  France,  Holland,  England,  and  Belgitnn,  but  not 
Russia, 

The  Ixiok  is  timely,  stimulating  and  well  worth  reading. 
The  medical  aspects  in  transfusion,  coineal,  and  organ  trans- 


plantation, and  intermittent  hemodialysis  are  summarized  by 
the  phvsicians  to  give  the  non-physicians  background  from 
which  to  discuss  the  legal,  ethical,  and  theological  aspects. 

It  is  fitting  that  the  chairman  was  a lawyer.  Lord  Kilbarnon 
of  .Scotland,  for  eventually  the  law,  be  it  statutorv  or  judge- 
made,  will  reflect  the  social  and  theological  consensus  of 
these  problems.  In  his  opening  remarks,  he  mentions  that 
the  common  law'  of  England  and  Scotland,  as  in  mam  of 
our  states,  prohibits  the  donation  of  organs.  ,\  person  can- 
not consent  to  a serious  injury  of  a maiming  character: 
i.e.,  giting  a jiart  of  his  body  without  some  benefit  to  him- 
self. Both  in  France  and  Italy  living  donation  is  prohibited. 

.\s  to  prisoners,  most  opined  that  consent  was  not  free  and 
voluntary.  (.\s  a result  of  this  conference  the  committee  on 
transplantation  of  the  I’niveisitv  of  Colorado  has  discon- 
tinued its  ])ractice  of  using  prisoners  as  donors.)  Except  for 
the  .\mericans,  all  agreed  that  minors  shotild  not  be  per- 
mitted to  donate  an  organ.  In  Massachusetts  the  courts  have 
given  permission  for  a minor  to  donate  an  organ  to  a 
sihling,  hedging  the  decision  by  saying  that  psychiatric  testi- 
mony contended  that  if  the  court  refused  such  permission, 
the  donor  would  suffer  emotionally;  but  he  would  even 
benefit  if  he  were  able  to  donate  his  kidney. 

In  order  to  legally  ta])  the  source  of  cadaver  kidneys,  legisla- 
tion must  be  pa.ssed  in  the  various  countries.  Lord  Kilbarnon 
has  introduced  legislation  in  Parliament  authorizing  de- 
signated hos])itals  to  remote  from  a dead  person  any  organ 
retpiired  for  medical  or  scientific  purposes  unless  there  is 
reason  to  believe  that  the  deceased  when  alive  had  for- 
bidden this  to  be  done.  Tbe  problem  of  legislation  is  more 
difficult  in  the  United  .States  because  stich  laws  must  be  passed 
bv  the  individual  states.  Dr.  Wasmuth,  physician  and  lawyer 
from  Cleveland,  is  pioneering  in  promoting  stich  legislation. 
Americans  arc  confronted  by  the  common  law  doctrine  of 
tlead  bodies:  unless  there  arc  statutes  to  the  contrary,  a per.son 
has  no  power  over  the  disposition  of  his  dead  body.  Fhe 
right  of  possession  for  burial  |)urposes  belongs  to  the  next  of 
kin.  In  France,  doctors  may  peiform  an  autopsy  or  remove  an 
organ  from  a dead  body  witbout  the  consent  of  the  family. 

Fhe  ])roblem  of  a definition  of  death  took  up  quite  a bit 
of  di.scussion.  .Ml  agreed  that  the  present  metlical  and  legal 
definition  of  death  is  no  longer  adequate.  Dorland’s  Medical 
Dictionary  ilefines  death:  “The  apparent  extinction  of  life,  as 
manifested  bv  the  absence  of  heartbeat  and  respiration."  But 
there  was  no  consensus  on  a definition.  .Mexander  of  Belgium 
and  Hamburger  of  France  wish  to  make  death  a neurological 
definition,  to  be  ilependent  on  neurological  signs  regardless 
of  whether  the  heart  is  beating  or  not.  No  American  present 
would  consider  a person  dead  if  his  heart  were  beating. 

•Mexander  of  Belgium  reported  nine  cases  in  which  his 
team  removed  kidneys  for  transplantation  from  patients  with 
severe,  acute  brain  injury  whose  condition  was  considered 
hopeless,  but  whose  heart  had  not  yet  stopped  beating.  To 
establish  that  death  is  inevitable,  he  requires  five  conditions: 
(1)  complete  bilateral  mydriasis  (2)  complete  ab.sence  of 
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reflexes,  both  natural  and  in  response  to  profound  pain 
|(3)  complete  absence  of  spontaneous  respiration,  five  minutes 
ifter  mechanical  respiration  has  been  stopped  (4)  falling 
flood  pressure,  necessitating  increasing  amounts  of  vasopres- 
;ive  drugs  (either  adrenaline  or  Neo-synephrine)  (5)  a flat 
EEG,  Revillard  of  Paris  adds  two  criteria:  (1)  interruption  of 
blood  flow  in  the  brain  as  judged  by  angiography,  which  he 
believes  is  a better  sign  of  death  than  a flat  EEG,  and  (2) 
of  less  value,  the  absence  of  reaction  to  atropine. 

The  problems  of  defining  death  were  epitomized  in  the 
now  famous  1963  English  case  of  John  David  Potter,  Potter, 
aged  32,  was  admitted  to  a hospital  suffering  severe  brain 
injury  and  skull  fractures  received  in  a brawl.  Fourteen 
liours  after  admission,  he  stopped  breathing.  He  was  put  onto 
an  artificial  respirator.  Physicians  asked  permission  of  his 
wife  for  one  of  his  kidneys  for  transphuitation.  Believing  him 
to  be  dead,  she  agreed.  The  next  morning,  a kidney  was  re- 
moved. The  machine  was  then  turned  oil.  His  rcs]flration  and 
heart  then  stopped.  4\'hen  did  he  die?  4Vhen  his  respiration 
first  stoppetl?  Oi  when  the  respirator  was  turned  off?  The 
case  was  discussed  in  the  press,  lay  and  legal  as  well  as 
pedical,  international  as  well  as  British. 

The  .Swedes,  however,  were  not  to  Ite  outdone.  Physicians 
there  got  permission  from  a husband  to  remove  a kidney  from 
his  hopelessly  ill  and  comatose  wife  BEFORE  she  was  pro- 


nounced medically  dead.  She  died  about  48  hours  after  one 
of  her  kidneys  was  removed.  Debate  among  physicians  was 
even  carried  on  public  T.V. 

Dr.  DcW'artlener  of  London  and  Dr.  Schreiner  of  the  United 
States  discussed  the  ethics  and  economics  of  hemodialysis. 
With  demand  for  treatment  far  outstripping  supply,  who 
should  be  chosen?  who  will  pay?  how  much  money,  effort, 
and  personnel  should  be  devoted  to  the  problem?  wbat 
hierarchy  of  values  shall  be  determinant?  At  the  present 
writing,  a secret  American  committee  made  up  of  13  medical 
and  social  scientists  is  studying  the  problem  to  report  to  the 
federal  government  on  what  it  can  and  should  do  for  such 
patients.  Figures  vary;  it  is  estimated  that  from  ,'i.OOO  new  cases 
to  as  high  as  100,000  annually  could  be  candidates  for  treat- 
ment. And  cost?  from  .'jjb.OOO  to  .fl.6,000  per  home  dialysis  a 
year,  and  from  .ji;! 0,000  to  ,|2,5,000  per  year  of  hospital  dialysis. 
At  present  costs,  some  estimate  that  in  10  years  over  a half 
a billion  dollars  could  be  spent  on  this  program  in  the  U.S. 
annually.  The  report  is  due  soon.  4 he  British  Minister  of 
Health  has  committed  his  governmenl  to  the  principle  that 
everyone  needing  such  treatment  shall  get  it. 

Medical  advances  have  brought  ethical  problems  that 
tran.scend  the  medical  profession  and  our  traditional  codes 
of  ethics.  .Society  must  be  brought  into  (he  discussion  as  was 
done  in  this  conference. 


Hartford  National  is  particularly  aware  of  the  banking 
needs  of  the  medical  profession.  We  pioneered  in  Group 
Retirement  programs,  including  PERP  ...  a Qualified 
Pension  Plan  for  Connecticut  Physicians  and  Em- 
ployees which  takes  advantage  of  new  tax  situations. 
Our  Trust  Division  specializes  in  many  other  areas, 
too,  including  those  below.  So  when  you’re  talking 
to  one  of  our  Trust  Officers,  you  are  talking  to  a 


• Investment  Management  for  Hospital 
Endowment  Funds 

• Pension  Plans  for  Hospital  Staff 
Employees 

• Personal  Investment  Management 

• Estate  Analysis 

To  discuss  what  our  special  skills  can  accomplish  for 
you,  contact  a Trust  Officer  at  any  office  listed  below. 

hartford^C^ational 

CONNECTICUT'S  FIRST  BANK 

Hartford:  Main  & Pearl  Streets  • Torrington:  236  Prospect  Street 
West  Hartford;  1010  Farmington  Avenue 
New/  London:  250  State  Street  • Middletown;  336  Main  Street 
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Letters  To  The  Editor 


Packed  Red  Cells 

To  The  Editor: 

An  ovci wliclmiiig  majority  of  Itlood  transfusion  autliorities 
agree  that  20  per  cent  to  10  per  cent  of  all  blood  used  should 
be  transfused  as  packed  red  cells.  An  editorial  in  the  Nett' 
Fjiglmul  Jounial  of  Medicine  (necember  16,  196,'),  Page  1391) 
concludes  that.  ‘'Practically  the  only  patients  who  require 
whole  blood  are  those  who  have  had  acute  hemorrhages.” 
In  a recent  statement  issued  to  the  hftv-six  Red  Cross  re- 
gional blood  centers.  Dr.  T.  J.  Greenwalt,  Director  of  the 
National  Red  Cross  Blood  Program,  says: 

“Whole  blood  transfusions  increase  the  hazards  of  circula- 
tory ocerload  including  pulmonary  edema.  This  is  probably 
the  most  common  complication  of  blood  transfusion  and 
causes  more  fatalities  than  any  other.  Whole  blood  trans- 
fusions shoidd  therefore  be  avoided  whenever  possible. 

1 he  major  |)urpose  of  most  transfusions  is  to  raise  the 
hemoglobin  concentration  in  order  to  improve  oxygen  trans- 
poil  to  the  tissues.  Packed  red  blood  cells  are  |)reparecl  by 
remocing  22.")  ml  of  |)lasma-anticoagulant  mixture  from  a 
unit  of  blood  to  rai.se  the  hematocrit.  Por  this  reason,  the 
same  result  is  achieved  with  a much  smaller  \olume  of 
packed  red  cells  than  bv  the  transfusion  of  whole  blood. 

riie  proportion  of  packed  red  blood  cell  transfusions  irsetl 
in  the  community  could  well  serve  as  an  index  for  estimatitig 
the  tpiality  of  medical  practice.  When  the  number  of  jracked 
red  blood  cell  transfusions  is  in  excess  of  20  per  cent  of  all 
the  blood  u.sed,  then,  in  transfusion  circles,  we  would  con- 
sider the  level  of  medical  practice  to  be  quite  sophisticated,” 
Por  the  |>ast  several  years,  |)acketl  red  cells  have  been 
available  from  the  Connecticut  Red  Cross  Blood  Clenter  as  a 
bv-product  of  fresh  frozen  plasma.  With  the  recent  con- 
\crsion  to  ])lastic  containers  for  all  blood  collections,  the 
Blood  Center  is  ])repared  to  provide  unlimited  cjuantities  of 
|)acked  red  cells  on  demand.  Prepared  in  a clo.sed,  sterile, 
plastic  double  |)ack,  these  cells  have  a shelf  life  of  twenty- 
one  da\s-  the  .same  as  whole  blood. 

.\side  from  the  clinical  advantages  of  packed  red  cells, 
there  arc  other  signilicant  benelits  in  economy  and  better 
utilization  of  available  blood.  1 he  separated  plasma  will  be 
used  to  ])rej)are  fresh  frozen  plasma  and  cryo])iec  ipitated 
antihemophilic  factor  as  needed,  for  fractionation  into  serum 
albumin,  fibrinogen,  and  gamma  globulin,  and  for  the  de- 
vclo|)ment  of  other  fractions  of  possible  clinical  use. 

■Ml  ])hysicians  are  urged  to  consider  the  use  of  packed  red 
cells  in  lieu  of  whole  blood  whenever  possible.  Not  only  is 
tbe  patient  better  serccd  in  many  cases,  but  clinically  valu- 
able blood  components  and  fractions  are  thereby  made  avail- 
able, and  better  utilization  of  scarce  blood  siqrplies  is  realized. 

J.  C.  E.'CRI.v,  m.d. 

Director 

Connecticut  Red  Cross  Blood  Program 

100  P'armington  Avenue 
Hartford,  Connecticut  06105 


To  The  Editor: 

In  the  past  decade  and  a half,  longer  acting  nitrates  such  as 
peiitaerythritol  tetranitrate  (PETN)  have  become  available 
to  reduce  tbe  incidence  and  severity  of  attacks  of  angina  pec- 
toris. PP'TN  lias  recently  been  made  available  in  a variety 
of  sustained  relea.se  forms  containing  amounts  of  active  in- 
gredient ranging  from  30  mg.  to  80  mg.  5\'hile  patients  vary 
in  their  need  for  PP'-'EN'  this  seems  like  a rather  wide  dose 
range  and  a logical  query  seemed  whether  80  mg.  in  a sus- 
tained relea.se  form  had  anv  real  advantage  over  a prepara- 
tion containing  less  PP/EN  and  whether  there  might  be  any 
ajrprec iable  difference  in  the  incidence  of  side  effects. 

grou|)  of  50  |)aticnts  with  sym|)toms  of  angina  pectoris 
were  assigned  in  a random  manner  to  twice  a clay  treatment 
with  either  a sustained  release  preparation  consisting  of  a 
capsule  containing  45  mg  of  PE  EX  (Duotrate-45®)  or  a tablet 
containing  80  mg.  of  I’PiTX.  These  were  dispen.sed  in  opaque 
bottles  so  that  the  administered  drug  was  not  known  to  me. 

At  each  weekly  visit  for  a month,  an  estimate  was  made 
of  am  change  in  nitroghcerin  intake  or  exercise  tolerance. 
•Side  ellects  were  noted.  It  was  found  that  80  per  cent  of  the 
cases  treated  with  the  45  mg  |)reparation  were  felt  to  have  had 
excellent  to  good  results,  and  68  per  cent  of  those  treated 
with  the  80  mg.  tablet  had  a similar  improvement.  These  re- 
sults are  about  ec|uivalent.  1 he  diflerence  in  the  side  effect, 
headache,  was  striking.  Only  one  of  25  receiving  the  45  mg. 
dosage  form  complained  of  lieadache,  whereas  9 of  25  re- 
ceiving the  80  mg.  prc])aration  had  this  complaint. 

It  would  .seem  from  these  ob.servations  that  dosage  levels 
as  high  as  80  mg.  of  sustained  action  PETX  preparations  have 
little  advantage  over  45  mg.  in  the  |)revention  or  amelioration 
of  angina  attacks  in  most  patients,  and  that  the  u.se  of  the 
high  close  is  acconqianied  bv  an  increased  incidence  of  side 
effects,  and  hence  less  patient  acceptance. 

R.vi.i’h  E.  Coi.e,  m.d. 

50  Cornell  Road 
.Marblehead,  .Mass.,  01945 


CLASSIFIED  ADVERTISING 

$9.00  for  25  words  or  less: 

$13.00  for  50  words;  20^  for  each  additional  word. 

50^  extia  if  keyed  through  CONNECTICUT  MEDICINE 

PAYABLE  IN  ADVANCE 

Closing  Date  for  copy;  10th  of  month  PRECEDING 
date  of  issue. 


ELDERLY  PSYCHIATRIST,  preparing  to  retire,  has  attrac- 
tive office  space  available.  Excellent  location  on  East  side  of 
Bridgeport.  Call  Bridgeport  334-2755  or  write  D.P.G.,  c/o 
Connecticut  Medicine. 


FOR  S.ALE:  retiring  physician,  ten  room  home  and  offices 
combined.  Established  for  years.  Centrally  located.  Offer 
excellent  opportunities.  fVilliam  M.  O'Connell,  M.D.,  295 
.Main  Street,  West  Haven,  Connecticut,  06516. 
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Increased  participation  by  members  of  the  Connecticut 
State  Medical  Society  in  the  Society  Sponsored  Overhead 
Expense  Plan,  plus  continued  favorable  experience,  has 
resulted  in  a rate  reduction  of  12%,  effective  November  1, 
1967.  Underwriting  limits  have  also  been  raised  from 
|1,000  to  $1,500  a month.  A continuous  program  of  expand- 
ing benefits  since  1961  made  this  the  broadest  benefit 
Overhead  Expense  Policy  on  the  market;  these  latest 
changes,  however,  make  this  plan  incomparable.  For  details 
write;  Group  Insurers,  Inc.,  1184  Chapel  Street,  New 
Haven,  Connecticut  624-2121 


USE  TOLYSPORIN’. 

POLYMYXIN  B-BACITRACIN 

OINTMENT 

for  topical  antibiotic  therapy  with  minimum 
risk  of  sensitization 

Caution:  As  with  other  antibiotic  products,  prolonged  use  may 
result  in  overgrowth  of  nonsusceptible  organisms,  including 
fungi.  Appropriate  measures  should  be  taken  if  this  occurs. 

Supplied  in  V2  oz.  and  1 oz.  tubes. 

Complete  literature  available  on  request  from  Professional 
Services  Dept.  PML. 


BURROUGHS  WELLCOME  & CO.  (U.S.A.)  INC. 
Tuckahoe,  N.Y. 


brand 


POLYSPORl 

niYMYXIN  B-BACirRAOIj 

OINTMENT 

Up  prevent  iirfedioBbl 
>«rn$,  and  obrask 
aid  in  heolingu^ 
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AMA  Journal  Evaluates  Contraceptive 
Methods 

“ I'lie  p()j>iil;iti()ii  explosion  and  the  Iriglitening 
magniuide  and  complexity  ol  the  problems  it  is 
n eating  contintie  to  be  ol  vvoildwide  coiuern,” 
says  an  editoiial  in  the  foinnal  ol  the  American 
Medical  Association. 

Wilhiti  little  more  than  a decade,  the  editorial 
tiotes,  two  highly  eliective  methods  ol  conception 
control  have  been  developed:  cnal  contraceptives, 
and  more  recently,  intratitei  itie  cotitraceptive  tle- 
\ices  (UID.S). 

Both  types  ol  conception  control  are  evaluated 
in  this  issue  ol  The  (onrnal  in  statements  bv  the 
.\MA  Committee  on  Human  Reproduction  and 
the  .\i\I.\  Council  cm  Drugs. 

“Because  ol  their  convenience  atid  proven  ettec- 
tiveness,  the  oral  contraceptives  have  becti  widely 
a(ce])ted  by  both  physicians  and  patients,  and  it 
is  estimated  that  apjjroximately  seven  million 
women  (hve  million  in  the  Ctiitetl  States)  ate  now 
using  them,”  the  editorial  said. 

“However,  it  has  also  been  reccjgni/ed  that  mtich 
itdormation  is  lacking  aboitt  the  actions  ol  these 
preparations.” 

Study  groujjs  operating  nncler  auspices  ol  the 
World  Health  Organization  aticl  the  U.  S.  Food 
and  Drtig  Administration  have  ptiblished  reports 
that  jnesent  a balanced  opinicjii  on  oral  contracep- 
tives, the  editorial  said. 

Opitiions  cliller  on  the  oral  contraceptives’  rela- 
tionship to  cancer,  liver  lunclion  changes,  and 
ciictdatory  disease,  the  editorial  notes. 

“ 1 hese  sharp  clilterences  ol  opinion  shotild  be 
welcomed,  since  they  help  to  stiimdate  Inrther  re- 
■search  directed  toward  obtaining  answers  to  these 
prcjblems,”  the  editorial  said.  “In  the  meantime, 
an  uneasy  responsibility  rests  with  the  practicing 
physician  who  nittst  properly  gincle  his  patients  in 
the  tise  ol  these  preparations  without  engendering 
tmclue  alarm,  and  yet  be  alert  to  the  possibility  that 
some  unusual  response  may  signal  a serious  ad- 
verse reaction. 

In  contrast  to  the  cjral  cc)ntraceptives  which  pre- 
vent pregnancy  by  a complex  hormonal  action,  the 
action  ol  the  IHDs  seems  to  be  a simple  mechanical 
])henonienon  (althought  much  iidormalion  is  lack- 
ing about  how  lUDs  actually  work).  Side  eliects  ol 
the  lUDs  are  generally  due  to  the  problems  pcxsetl 
by  placing  a loreign  body  in  the  titerns. 

“ I he  lUDs  and  the  cjral  contraceptives  re|)resent 
another  ol  man’s  snccesslul  ellorts  toward  intelli- 
gent control  ol  his  environment,”  the  editorial  said. 


Ihidoubtedly  these  methods  presage  the  develop- 
ment ol  even  better  methods  ol  lertility  control. 

In  the  meantime,  to  extend  their  uselulness, 
convenience,  and  stilety,  more  clitiical  investiga- 
tions . . . are  needed  to  resolve  the  major  problems 
that  exist.  .\ny  delay  shotild  be  avoided,  and  the 
physician  shotild  be  repeatedly  urged  to  report  the 
nature  ol  all  adverse  reactions  he  might  see.” 

Surgeon  Describes  Value  Of  Ultraviolet 
Light  In  Early  Detection  Of 
Pseudomonas  In  Burns 

■V  diagnostic  tool  borrowed  Ironi  the  derma- 
tologist is  helping  a Miami  surgeon  discover  a 
deadly  lorm  ol  burn  inlection  in  its  earliest  stages. 

d'he  lotig-wave  tdtraviolet  light  Irom  a Wood’s 
lamp  causes  a characteristic  green  glow  wherever 
colonies  ol  Pseudomonas  aeruginosa  bacteria  are 
growing  on  the  skin,  according  to  C.  Gillion  Ward, 
Al.I).,  Hnixersity  ol  Miami,  Miami,  Fla. 

Dr.  W’artl  reported  his  detection  method  here  at 
a scietitilic  session  ol  the  116th  Anntial  Convention 
ol  the  .American  Medical  Association. 

Onick  detection  ol  Pseudomonas  inlections  is 
imperative  in  burn  cases. 

Psenclomanas  grows  in  the  intestitial  tract  and  on 
the  skin  among  other  places,  and  c|uickly  invades 
injured  tissue.  In  bttrn  victims,  who.se  resistance  to 
inlection  is  .seriously  reduced,  any  inlection  can  be 
ciitical  but  a Pseudomonas  inlection  is  especially 
leared  by  jjhysicians  becatise  the  Pseudomonas 
organism  is  resistant  to  most  antibiotics. 

Detection,  said  Dr.  Whird,  has  previously  been 
accomplished  by: 

(1)  the  time-consuming  method  ol  growing  bac- 
teria Irom  the  wotind  in  the  laboratory. 

2)  observing  in  the  wound  the  visible  blue-green 
pigment  jtyocyanin  which  is  elaborated  by  some 
but  not  all  lorms  ol  Pseudomonas.  Visible  amounts 
ol  the  jtigment  may  not  become  apparent  until  the 
inlection  is  well  established. 

Iti  either  method  ol  detection,  he  pointed  out,  by 
the  time  a diagnosis  is  certain  the  inlection  may 
be  overwhelming. 

Fhe  alternative  method  described  by  Dr.  Ward 
is  based  upon  the  lact  that  all  pathogenic  lorms  ol 
Psetidomonas  jjiodtice  a second  pigment,  fluores- 
cein, which  is  not  visible  to  the  unaided  eye  but 
lltioresces  strongly  under  ultraviolet  light. 

Even  wotinds  which  ajrpear  clean  may  be  seen 
to  fluoresce  when  examined  by  "Wood’s  lamp.  Dr. 
AVard  said. 

Dermatologists  use  the  W^ood’s  lamp  regularly 
to  examine  the  skin  lor  organisms,  including 
Pseudomonas. 
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Picture  of 
painful  myositis 


treated  with 
Parafon  Forte®TABLEis 

Paraflex®  (chlorzoxazone)*  250  mg. 

Tylenol®  (acetaminophen)  300  mg. 


Parafon  Forte  helps  to  relieve  pain, 

restore  mobility  . . . stop  pain-spasm  feedback 

Here  is  why.  PARAFON  FORTE  provides : 

a nonsalicylate  analgesic  equal  to  aspirin  for  the  relief 
of  paind’2  yet  unlikely  to  produce  the  irritation  to  the 
gastric  mucosa  so  often  associated  with  salicylate 
therapy^ 

and  a skeletal  muscle  relaxant  shown  to  have  up  to  a 
6-hour  span  of  action/'®  and  to  retain  effectiveness 
even  on  continued  administration/"''  but  which  does  not 
have  the  central  effects  of  tranquilizing  compounds. 
Prescribe  PARAFON  FORTE  for  lasting  spasmolysis 
and  analgesia  in  sprains,  strains,  myalgias,  low  back 
pain,  bursitis  and  other  musculoskeletal  disorders. 
Your  patients  will  appreciate  the  restored  comfort 
and  lasting  freedom  of  movement  it  usually  provides. 


Cautions  and  side  effects:  Use  with  caution  in  patients  with 
known  drug  sensitivity.  If  a hypersensitivity  reaction  or  symp- 
toms suggestive  of  liver  dysfunction  are  observed,  the  drug 
should  be  stopped.  Occasionally,  drowsiness,  dizziness,  light- 
headedness, malaise,  overstimulation  or  gastrointestinal  dis- 
turbances may  be  noted;  rarely  gastrointestinal  bleeding, 
allergic  skin  rashes,  petechiae,  ecchymoses,  angioneurotic 
edema  or  anaphylactic  reactions  may  have  been  drug  associ- 
ated. While  Paraflex  (chlorzoxazone)  has  been  suspected  as 
being  the  cause  of  hepatic  toxicity  in  approximately  eighteen 
patients,  it  was  not  possible  to  state  that  the  dysfunction  was 
or  was  not  drug  induced.  Dosage:  Two  tablets  q.i.d.  Supplied: 
Scored,  light  green  tablets,  imprinted  “McNEIL”— bottles  of  100. 

References:  1.  Batterman,  R.  C.,  and  Grossman,  A.  J.;  Fed.  Proc.  Ii;316, 
1955.  2.  Goodman,  L.  S.,  and  Gilman,  A.,  ed.:  The  Pharmacological  Basis  of 
Therapeutics,  ed.  3.  New  York,  The  Macmillan  Company,  1965,  p.  331.  3.  Roth, 
J.  L.  A.,  et  al.:  Gastroenterology  4i:146,  1963.  4.  Conney,  A.  H.,  and  Burns, 
J.  J.:  J.  Pharmacol.  Exp.  Ther.  1211:340,  1960.  5.  Settel,  E.:  Clin.  Med.  6 :1373, 

1959.  6.  Berman,  H.  H.,  et  al.:  Dis.  Nerv. 
Syst.  25:430,  1964.  7.  Darienzo,  C.:  Ibid., 
27:189,  1966.  "u.s.  patent  no.  2,895.877 

MCNEIL  LABORATORIES,  INC.,  FORT  WASHINGTON,  PA. 
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Manuscripts,  including  references  or  bibliography,  must 
be  typewritten,  double-spaced  on  white  paper  8i^  x 11 
inches  with  adequate  margins  on  firm  paper.  The  original 
copy,  not  the  carbon  copy  should  be  submitted.  Carbon 
copies  or  single  spaced  manuscripts  will  not  be  considered. 
Authority  for  approval  of  all  contributions  rests  with  the 
Editorial  Board,  and  the  Board  reserves  the  right  to  edit 
any  material  submitted.  Receipt  of  manuscripts  will  be 
acknowledged  and  unused  manuscripts  returned.  Accepted 
manuscripts  become  the  permanent  property  of  the 
Journal  and  may  not  be  reprinted  elsewhere  without  per- 
mission from  both  the  author  ami  Connf.cticut  Medicine. 
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A DEPRESSED  MOTHERLESS  PIGTAIL  INFANT  SHOWING  THE  CHARACTERISTIC 

POSTURE,  (see  page  667) 
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Dilantin 

(diphenylhydantoin) 
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In  untold  thousands  of 
epileptic  patients... 
Dilantin  has  been,  and 
continues  to  he,  the 
bedrock  of  therapy. 


DILANTIN  is  useful  in  the  treatment  of  grand  mal 
epilepsy  and  certain  other  convulsive  states.  Its 
use  will  prevent  or  greatly  reduce  the  incidence 
and  severity  of  convulsive  seizures  in  a substan- 
tial percentage  of  epileptic  patients,  without  the 
hypnotic  and  narcotizing  effects  of  many  anti- 
convulsant drugs. 

PRECAUTIONS:  Periodic  examination  of  the  blood 
is  advisable.  Nystagmus  in  combination  with  diplo- 
pia and  ataxia  indicates  dosage  should  be  re- 
duced. The  possibility  of  toxic  effects  during 
pregnancy  has  not  been  explored.  ADVERSE 
REACTIONS:  Allergic  phenomena  such  as  poly- 
arthropathy, fever,  skin  eruptions,  and  acute  gen- 
eralized morbilliform  eruptions  with  or  without 
fever.  Rarely,  dermatitis  goes  on  to  exfoliation  with 
hepatitis,  and  further  dosage  is  contraindicated. 
Gingival  hypertrophy,  hirsutism,  and  excessive 
motor  activity  are  occasionally  encountered.  Dur- 
ing initial  treatment,  side  effects  may  include  gas- 
tric distress,  nausea,  weight  loss,  nervousness, 
sleeplessness,  feeling  of  unsteadiness.  Macrocy- 
tosis,  megaloblastic  anemia,  leukopenia,  granulo- 
cytopenia, thrombocytopenia,  pancytopenia, 
agranulocytosis,  and  aplastic  anemia  have  been 
reported.  Nystagmus,  lymphadenopathy,  lupus 
erythematosus,  erythema  multiforme  (Stevens- 
Johnson  syndrome),  and  a syndrome  resembling 
infectious  mononucleosis  with  jaundice  have  occurred. 
DILANTIN  is  supplied  in  several  forms  including 
Kapseals®  containing  0.1  Gm.  and  0.03  Gm. 
diphenylhydantoin  sodium. 

Parke,  Davis  & Company,  Detroit,  Michigan  48232 


The  color  combinations  of  the  banded  capsules  are 
Parke-Davis  trademarks.  The  orange-banded  white  capsule 
identifies  Parke-Davis  0.1  Gm.  diphenylhydantoin  sodium; 
the  pink-banded  white  capsule  0.03  Gm.  diphenylhydantoin  sodium 
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Dextran  And  Isoproterenol 
In  Shock 

Cohn  et  ah  suggest  dividing  patients  in  shock 
into  two  categories.  One  designated  as  “vasocon- 
stricted”,  exhibit  cool  moist  skin,  thready  pulses, 
and  another  nonvasoconstricted  have  warm  skin 
and  full  pulses  as  well  as  hypotension.  In  the 
vasoconstricted  the  total  blood  volume  was  lowest 
being  55  ml. /kg.  In  the  nonvasoconstricted  the 
total  blood  volume  was  not  so  low  being  63  ml. /kg. 
An  attempt  to  correct  the  hypotension  and  shock 
in  twenty-three  nonhemorrhagic  type  patients  with 
rapid  infusion  of  500  ml.  of  ten  per  cent  Dextran 
40  revealed  unusual  and  gratifying  results. 

Dextran  40  is  a polysaccharide  which  acts  as  a 
plasma  expander  and  also  has  a direct  rheological 
effect  in  inhibiting  red  cell  sludging  and  improv- 
ing blood  flow.  The  patients  with  nonhemorrhagic 
shock  apparently  lesponsed  much  better  after 
rapid  infusion  with  Dextran  40  in  restoring  cardiac 
output  than  can  be  accomplished  by  vasopressor 
drugs.  In  the  shock  patients  mean  arterial  pressure 
was  raised  and  pulse  pressure  increased,  heart 
rate  slowed,  cardiac  output  increased  and  the 
stroke  volume  increasetl  from  31  to  56  ml.  This 
meant  that  Dextran  40  infusion  released  the 
peripheral  vasoconstriction  in  shock,  increased  the 
venous  return  and  the  stroke  volume.  The  clinical 
course  was  gratifying  in  sixteen  of  the  twenty- 
three  shock  patients  designated  as  vasoconstrictive. 
They  showed  obvious  improvement,  the  pidses  be- 
came fuller,  the  cool  skin  warmed  up,  the  sweat- 
ing ceased,  the  patients  became  more  alert  and 
urine  flow  increased.  Ten  of  the  sixteen  patients 
required  but  one  500  ml.  injection  but  in  six  it  had 
to  be  repeated. 

THE  COVER  


No  toxic  effects  of  Dextran  40  ^vas  noticed.  The 
volume  expansion  produced  no  pulmonary  con- 
gestion even  in  the  patients  who  also  had  heart 
failure.  No  bleeding  phenomena  and  no  allergic 
reactions  were  encountered  although  in  one  patient 
who  received  several  infusions  of  dextran,  eosino- 
jrhilia  was  noted  two  weeks  later. 

The  nonvasoconstricted  shock  group  also  ex- 
hibited a significant  increase  in  cardiac  output 
after  Dextran.  Before  administration  these  patients 
had  a lower  central  venous  volume,  slower  heart 
rates  and  were  usually  normovolemic.  In  this 
group,  there  was  a high  incidence  of  alcoholism, 
cirrhosis,  emphysema  and  malignancy.  Many  of  the 
nonvasoconstricted  patients  remained  hypotensive 
alter  the  cardiac  output  was  restored  to  normal  by 
means  of  dextran  and  this  treatment  clearly  un- 
masked the  existence  of  a functional  impairment 
of  the  heart.  Whether  or  not  cardiac  deterioration 
is  truly  a factor  in  shock,  it  is  self-evident  that 
impairment  of  cardiac  contractility  can  adversely 
affect  the  prognosis  in  shock  since  seven  of  Cohn’s 
patients  in  this  categoiy  died  despite  treatment. 

The  low  molecular  weight  dextran  commends 
it  as  the  treatment  of  choice  in  all  types  of  hy- 
potension and  shock  associated  with  low  or  normal 
central  venous  pressure.  The  low  molecular  weight 
preparation  has  several  theoretical  advantages  over 
clinical  dextran  in  the  treatment  of  nonhemorr- 
hagic shock.  It  has  a higher  concentration  (ten 
per  cent)  and  this  results  in  greater  acute  volume 
expansion  by  the  mobilization  of  extra  vascular 
fluid  and  its  more  rapid  disappearance  from  the 
circulation  minimizes  the  possible  dangers  of 
over  expansion.  The  lower  molecular  weight  par- 
ticles also  appear  to  have  other  rheological  prop- 
erties and  tend  to  produce  coagulation  defects 
less  often. 


THE  INFANT  is  completely  disengaged  from  the  mother  (not  his)  and  her 
infant  sitting  nearby  in  close  ventral-ventral  contact. 

The  photograph  is  reprinted  by  permission  of  I.  Charles  Kaufman,  M.D.  and 
Leonard  A.  Rosenblum,  Ph.D.,  Primate  Behavior  Laboratory,  Department  of 
Psychiatry,  Downstate  Medical  Center,  S.U.N.Y.,  Brooklyn. 

In  addition  to  their  paper  in  Science,  a longer  paper,  entitled,  “The  Reaction 
to  Separation  in  Infant  Monkeys:  Anaclitic  Depression  and  Conversation- 
Withclrawal,”  by  I.  Charles  Kaufman,  M.D.  and  Leonard  A.  Rosenblum,  Ph.D. 
has  been  written  for  Psychosomatic  Medicine. 
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I he  (leleieiious  circulatory  ellecls  of  j)roloiigecl 
vasocoiislriclion  are  well  known.-  It  causes  tissue 
hyj)oxia,  intra-vascnlar  pooling,  a lo.ss  of  })la,sma 
volnine  which  aggravates  deficiency  of  venous  re- 
turn. f'he  vasoconsti  it  tive  effects  are  the  result  of 
leflex  niobili/ation  of  the  sympathetic  nervous  .sys- 
tem to  gnaitl  blood  flow  to  the  brain  and  to  the 
lieart.  Nnmerons  pharmacologic  agents  have  been 
recommended  to  combat  it  including  adrenergic 
blockers,  ganglionic  blockers,  vasodilators,  corti- 
costeroids and  isoproterencil.  Now  that  clextran 
c;in  reduce  the  peripheral  vascular  resistance  iti 
all  patients,  restoring  it  to  the  normal  range,  the 
pioblem  arises  whether  we  can  improve  onr  re- 
sults in  tho.se  .shock  patients  in  which  myocardial 
madecpiacy  contributes  to  the  severity  of  the  shock 
state. 

Carey'^  ]K)inted  out  that  there  is  a diminished 
function  of  the  left  ventricle  in  an  anesthetized  clog 
after  hemorrhage  and  that  proper  perlnsion  ol  the 
coionary  arteries  cjf  these  animals  did  not  seem 
to  save  their  lives.  There  is  however  little  doubt 
that  cardiac  function  is  decreased  clnring  some 
shock  states  and  that  heart  failure  contributes  to 
mortality  after  prolonged  and  severe  oligemia.  As 
in  Cohn’s  series,  Carey  reports  twenty-three  pa- 
tients of  whom  seven  did  not  respond  with  in- 
crea.se  iti  cardiac  output  after  clextran.  In  such 
jxitients  the  Starling  mechanism  has  obviously  been 
stretched  to  its  limit  and  existing  tachycardia  in- 
dicated an  excessive  use  of  the  sympathetic  mecha- 
nism to  improve  the  contractile  jrower  of  the  heart. 

All  Carey’s  patients  who  failed  to  respond  to 
volume  loading  with  clextran  did  show  marked 
response  to  isoproterenol.  ’Ihis  catecholamine  di- 
lates vessels  in  the  peripheral  circulation  and  at 
the  same  time  has  a potent  inotropic  clfect  on 
the  heart  mnscle.  Part  of  the  favorable  response 
of  these  patients  might  also  be  cine  to  reducing 
the  jiulmonary  vascular  resistance  thereby  facilitat- 
ing transfer  of  blood  from  right  to  left  heart 
chambers. 

\VT  thus  have  evidence  that  plasma  expansion 
is  advisable  in  all  patients  with  shock  while  cate- 
cholamine infusic^n  may  be  necessary  in  those  pa- 
tients who  fail  to  respond  to  plasma  expansion 
alone.  Since  hemodynamic  function  in  patients  im- 
provecl  after  volume  loading  we  have  evidence 
that  jjeripheral  circulation  failure  is  an  important 
jjarameter  in  the  shock  patient.  However  onr  aim 
is  restcjration  of  carcliovascidar  function  and  com- 
jdete  recovery.  \Ve  must  therefore  be  prepared 
not  merely  to  expand  volume,  reduce  peripheral 
va.scular  resistance,  but  when  needed  also  to  im- 
jnove  myocardial  ccmtractility.  Clearly  we  now 
have  procedures  available  for  both. 

L.H.N. 
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Heparin  In  Thrombotic 
Microangiopathy 

Purpura  fulminans  is  a term  applied  to  severe 
and  nsitally  fatal  disseminated  intravascular  throm- 
bosis witli  extensive  infarction  and  tissue  necrosis 
occurring  during  or  immediately  following  acute 
infections  such  as  scarlet  fever  or  meningococ- 
cemia.  As  Antley  and  McMillan*  showed  in  their 
recent  successful  treatment  of  a three  and  one- 
half  year  old  child  the  syndrome  resulted  from 
depletion  of  blood  coagulation  factors,  'rheir  study 
has  pointed  the  way  to  recognition  of  this  hitherto 
fatal  complication  by  simple  laboratory  tests  and  a 
rationale  for  successful  therapy  by  intravenous 
hepariti. 

This  most  devastating  exam}de  of  a syndrone 
that  can  result  from  a wide  variety  of  causes  has 
pathologic  features  re,semblittg  the  .Schwartzman 
[thenometioti  in  rabbits  in  which  the  reaction  is 
characterized  by  acute  consumptioit  of  clotting 
factors  and  intrava.scular  deposition  of  fibrin  lead- 
ing to  ischemic  necrosis.  It  is  exactly  as  if  the 
plasnta  cotistituatits  ittvolved  in  clotting  have  pre- 
cipitated out  and  the  blood  cotitains  otily  serum 
minus  fibrinogen,  platelets,  prothrombin  and  cer- 
tain other  factors  recpiired  for  clottitig.  As  a result 
the  blood  is  now  incoagulable,  the  microcircula- 
tion is  blocked  by  widespread  thrombi  and  bleed- 
ing occurs. 

riie  itiitiation  of  events  of  intravascular  clotting 
is  not  yet  understood.  There  are,  however,  a large 
number  cjf  humati  diseases  leading  to  this  syndrone 
of  intravascular  activation  of  the  clotting  system 
and  a resulting  acute  depletion  of  some  of  the 
clotting  factors.-  d'he  mortality  is  very  high  when 
typical  coagulation  defects  exist.  Iti  hospitals  where 
complete  coagulation  studies  are  not  possible  min- 
imum studies  should  include  assessment  of  plate- 
lets, determination  of  plasma  prothrombin,  partial 
thromboplastin  and  thrombin  clotting  times  for 
these  tests  will  reveal  that  coagulation  factors  have 
been  u.secl  up  and  therefore  a rationale  for  therapy. 

To  prevent  further  precipitation  of  thrombi  in 
the  microvasculature,  heparin  has  been  recom- 
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mended®  and  was  successful  in  Antley  and  Mc- 
Millan’s case.  Twenty-four  hours  after  anticoagu- 
lation with  heparin  was  started  recuperation  of  the 
coagulation  system  began  and  with  it  improvement 
in  the  patient.  There  has  been  already  extensive 
experience  ^vith  heparin  in  this  type  of  intravas- 
cular thrombosis.^  Antley  and  McMillan  admin- 
istered 1 mg.  per  kg.  of  body  weight  every  four 
hours  intravenously  until  the  coagulation  functions 
and  platelet  counts  became  stabilized  at  normal 
levels.  The  findings  suggest  that  premature  dis- 
continuance of  heparin  is  contra-indicated  because 
of  the  danger  of  relapse. 

An  understanding  of  the  pathophysiology  of  this 
type  of  “consumption— coagulopathies”  lends  a the- 
oretical support  to  the  use  of  heparin  although  it 
is  understandable  why  a physician  who  attends  a 
bleeding  patient  might  hesitate  to  use  anticoagu- 
lants. However,  laboratory  tests  necessary  for  the 
proper  diagnosis  are  not  exceptionally  dilficidt  and 
are  available  in  any  community  hospital.  Once 
the  diagnosis  is  established,  the  bothersome  ques- 
tion might  be  why  not  replace  the  precipitated 
coagulation  factors?  Replacement  therapy  with 
blood  may,  of  course,  be  required  to  combat  shock 
and  anemia. 

There  is,  however,  ahvays  the  danger  that  if  we 
replace  the  depleted  clotting  factors,  this  will  re- 
sult only  in  increasing  the  clottable  substrate  and 
worsen  the  clinical  picture.  It  is,  therefore,  not 
surprising  that  caution  has  been  recommended  in 
the  treatment  of  “hypofibrinogenemias  with  fib- 
rinogen. Indeed  fibrinogen  has  aggravated  the 
course  of  purpura  fulminans.  If  we  recognize  that 
the  administered  fibrinogen  at  once  adds  to  the 
amount  of  already  existing  intravascular  clot,  it  be- 
comes clear  that  what  is  necessary  is  to  prevent 
fibrinogen  conversion  to  fibrin  and  this  as  noted 
is  best  accomplished  by  heparin. 

The  use  of  steriods  seems  less  well  defined  in 
this  group  of  diseases.  Dexamethasone  did  not 
seem  to  inhibit  the  evolution  of  purpura  fulmiuans 
in  Antley  and  McMillan’s  case.  On  the  basis  of 
experimental  data  steroids  would  appear  to  be 
contra-indicated  especially  in  septic  cases  and  those 
in  which  endotoxin  is  involved.  Since  we  already 
know  that  heparin  is  life-saving  in  this  condition, 
such  suggestions  as  hyperbaric  oxygen  and  dex- 
tran  which  have  been  reported  to  be  useful  in  the 
treatment  of  purpura  fulminans  can  well  be  left 
to  researchers  until  their  value  can  be  better  de- 
fined. 

Finally,  there  remains  a word  to  be  said  about 
the  role  of  fibrinolysis.  On  theoretical  grounds  ther- 
apeutic measures  to  enhance  fibrinoly.sis  in  a late 
stage  of  the  disease  when  the  circulation  is  widely 
obstructed  by  thrombi  might  prove  beneficial. 


However,  the  value  of  such  agents  that  promote, 
fibrinolysis  is  not  as  yet  will  defined  and  there  is  as 
yet  no  evidence  that  these  agents  are  able  to  aug- 
ment the  results  that  can  be  achieved  by  heparin 
alone. 

We  must  remember  that  necrotic  lesions  re- 
sembling purpura  fulminans  are  seen  in  other  con- 
ditions that  do  not  result  from  intravascular  clot- 
ting. This  is  why  “consumption— coagulopathy” 
must  be  carefully  substantiated  before  heparin  is 
given.  We  already  have  evidence  of  failures  as 
well  as  successes  with  heparin  in  treatment  of 
thrombotic  thrombocytogenic  |)urpura  and  it  is 
also  important  to  learn  of  possible  failures  in  pur- 
pura fulminans  treated  with  heparin  to  gain  more 
insight  into  this  problem. 

L.H.N. 
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Average  Remaining  Lifetime 
At  Birth 

Longevity  which  is  measured  as  the  average  re- 
maining lifetime  at  birth  has  increased  maikedly  in 
this  country  in  each  decade  from  1900,  when  it 
was  46.3  years  for  males  and  48.3  years  for  females, 
to  1964  when  it  was  66.9  years  for  males  and  /3./ 
years  for  females.  However,  a glance  at  the  tables 
further  reveals  that  there  has  been  very  little  in- 
crease since  1954  when  the  average  remaining  life 
at  birth  was  66.7  for  males  and  /2.7  for  females. 
Furthermore,  other  countries,  are  still  increasing 
their  averages  for  both  sexes  so  that  the  FInited 
States  has  fallen  from  14th  place  among  the  na- 
tions of  the  world  for  males  in  1949  to  31st  place 
in  1964.1-  For  females  it  has  fallen  from  9th  to 
11th  place  in  this  interval  of  time.  The  live  leading 
countries  are  Netherlands,  Sweden,  Noiway,  Is- 
rael and  Denmark.® 

In  the  meanwhile  the  cost  for  health  services 
in  this  country  has  risen  from  tw'elve  billion  in 
1949  to  forty-four  billion  in  19641-s  Allowing  for 
increase  in  population,  and  decrease  in  the  value 
of  the  dollar,  there  still  remains  a great  discrepancy 
betw'een  wdiat  w^e  recei^'ed  for  our  money  in  1954 
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and  whai  we  are  receiving  loday  from  ihe  marked! 
increase  in  expenditures  without  any  real  increase  i 
in  longevity.  However,  during  this  time  other  i 
conniries  have  continued  to  improve  their  longev- 
ity without  as  great  a tlemaml  on  the  gross  na- 
tional jjrodnct.^  i 

'I'wo  cjnestions  arise  essentially  of  a medical  na- J 
tine  when  viewing  this  sudden  cessation  of  prog- 
ress alter  several  decades  of  increase.  Has  there 
been  a sudden  curtailment  of  money  and  effort  i 
jjiit  into  medicine  and  health  programs  to  account  I 
lor  the  cessatioti  of  progress?  Is  it  pecidiar  to  this  ■ 
conn  tt  y or  is  the  trend  world-wide?  As  seen  above, 
we  have  not  curtailed  the  money  put  into  health 
but  have  markedly  increased  it  without  signifi- 
cantly increasing  longevity  lor  males  since  1954  i 
and  with  only  a slight  increase  for  females.  Fur- 
thermore, it  is  not  a worldwide  trend. 

I he  statistics  lor  the  U..S.  include  figures  for 
both  white  and  colored  populations,  and  as  is  well  I 
known  the  difference  in  the  medical  care  avail-  ■ 
able  to  the  two  groups  has  been,  and  to  a consid- 
erable extent,  shockingly  great.  In  1900,  the  differ- 
ence in  longevity  ol  the  two  groiijjs  was  about 
lonrteen  years.  Now  it  is  about  six  years,  still  a 
great  dillerence.  l lins,  if  the  oiganization  and  tlis- 
tiif)iition  of  medical  services  in  this  country  were 
so  improved  as  to  bring  the  lowest  12  per  cent  up  ■ 
to  the  level  of  the  highest  88  per  cent,  it  would  re- 
t|iiire  :i  considerable  increase  in  expenditure  over 
the  forty-lonr  billion  sitenl  in  1964.-‘^ 

1 here  is  no  cloid)t  that  in  countries  in  which 
inlections  diseases  are  one  of  the  largest  causes  of 
death,  medicine,  both  in  its  preventive  and  thera- 
peutic activities  has  been,  is  and  will  continue  to 
be  the  most  important  single  determinant  of  longev- 
ity. However,  in  countries  in  which  degenerative 
diseases  greatly  predomitiate  over  infectious  ones 
as  causes  of  death  and  the  level  of  care  is  mod- 
erately high,  this  is  no  longer  true.  Even  huge 
amounts  ol  money  and  effort  put  into  medicine 
can  have  only  nominal  effects  on  average  remain- 
ing liletime  at  birth.  The  controlling  factors  must 
lie  elsewhere  than  in  medicine.  Obvic:)itsly  the  suc- 
cessfid  attack  on  the  medical  determinants  of  lon- 
gevity have  worked  so  well  that  the  remttining 
lactors  are  largely  non-medical  at  present,  unless 
or  utitil  we  learn  how  to  prevent  or  cure  cancer, 
heart  disease,  strokes  and  the  degenerative  dis- 
eases. What  are  scmie  of  the  non-medical  ones. 

•Autcmiobile  accidents  in  1964  accounted  for  2.6 
per  cent  of  all  deaths  up  from  2.2  in  1949.  We 
know  that  the  outcome  cd  a given  accident  may 
be  inlluenced  by  cjuality  of  ambidance  .services 
and  accident  room  techni(|ncs,  but  the  chances  of 
leducing  significantly  the  2.6  ]jer  cent  by  increased 
medical  efforts  are  small.  I he  controlling  factors 
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are  the  design  of  the  roadways,  the  design  of  the 
cars  and  above  all  the  prevalent  social  attitudes 
about  speed,  about  care  and  courtesy  on  the  roads, 
and  about  drinking  before  driving.*^  Since  the  rela- 
tive ineffectiveness  of  medicine  is  already  recog- 
nized, the  problem  obviously  must  be  attacked  by 
modification  of  roadways  and  cars.  It  is  the  human 
attitude  here  at  all  levels  which  has  produced  a 
reluctance  to  attack  vigorously  this  serious  prob- 
lem. 

Another  non-medical  one  is  smoking,  especially 
cigarette  smoking.  Cancer  of  the  lung  accounted 
for  2.54  per  cent  of  all  deaths  in  this  country  in 
1964  up  from  1.35  per  cent  in  1949.  This  is  not  a 
medical  problem  although  it  is  thought  of  as  such. 
There  has  been  definite  improvement  in  lung  sur- 
gery, radiologic  detection  and  treatment  of  cancer 
during  a time  when  the  death  rate  from  lung  can- 
cer has  doubled.  Smoking  is  primarily  responsible 
for  this  disease  and  contributes  heavily  to  lung 
disease,  heart  disease  and  reduced  longevity.'^ 
Nevertheless  doctors  have  had  little  success  in 
diminishing  smoking  in  the  popidation,  in  their 
patients  and  not  too  great  a success  even  in 
themselves.  In  1966  the  sale  of  cigarettes  in  this 
country  reached  an  all  time  high.  Obviously  the 
attack  on  smoking  and  its  effect  on  lung  cancer 
and  longevity  in  general  lies  through  sociology 
rather  than  through  medicine.  Medical  efforts  are 
still  multiplying  but  the  attack  on  smoking  is  lag- 
ging. 

It  is  possible  that  improvement  in  our  average 
remaining  lifetime  is  more  likely  to  result  from  the 
study  and  control  of  factcns  not  commonly  thought 
of  as  medical,  over  urbanization,  television,  the 
automobile,  diet,  interpersonal  relations  as  influ- 
enced by  crowding,  by  industry.  These  general 
factors  have  specific  components  such  as  indus- 
trial hazards,  air  pollution,  detergents  and  other 
chemicals  in  water.  However,  vitamins  and  insect- 
icides in  the  food  are  coming  under  scrutiny  and 
being  subjected  to  analysis.  How  much  we  can 
blame  these  vaguely  recognized  ills  on  these  spe- 
cific items  we  don’t  know,  but  they  are  common 
to  other  industrialized  countries  who.se  life  ex- 
pectancy is  ahead  of  ours  and  they  do  not  ex- 
plain the  descrepancy  in  the  life  expectancy  be- 
tween males  and  females. 

One  is  driven  back  for  possible  explanations  to 
more  subtle  factors  in  the  human  environment,  lit- 
tle understood  and  often  not  even  susjtected. 
Dubos*  has  well  presented  the  complexity  of  the 
processes  and  factors  that  are  involved  in  the 
ecology  of  man  and  his  diseases.  We  need  to  know 
more  about  the  role  of  physical  exercise  both 
among  males  and  females  in  its  effect  on  life-span. 

Even  with  our  most  intelligent  elforts  we  must 
be  prejjared  for  only  moderate  and  slowly  won 


removes  the  mental  blur 


that  clouds  vision 


SOIFOTON 

Each  tablet  or  capsule  contains 

PHENOBARBIT.XL 16  mg. 

(Warning:  may  be  habit  forming) 

BENSULFOID  ® (.See  P D R) 65  mg. 

Precaution:  same  as  16  mg.  of  phenobarbital 


Constructive  Therapy 

A Solfoton  tablet  or  capsule  at  6 hour  intervals 
maintains  sedation  at  the  threshold  of  calmness, 
sustaining  a mental  climate  for  purposeful  li\  ing. 
Literature  and  clinical  samples  sent  upon  request. 

FEDERAL  LAW  PROHIBITS  DISPENSLN'G 
WITHOUT  PRESCRIPTION 

.\V.M  CABLE  

Solfoton  (yellow,  uncoated  tablets 
100s,  500s,  5000s 

Solfoton  Capsules  (yellow  and  brown) 

100s,  500s,  1000s 

Solfotott  S/C  (sugar-coated  beige  tablets) 

100s,  500s,  4000s 


Volume  31,  No.  10 


WM.  P.  POV'EHRE.SS  & CO.,  INC. 
RICHMOND,  VIRGINIA  23217 
Miinujaclurers  of  ethical  pharmaceuticals  since  1856 


67 


< . J 

/ 

when  he  just  can’t  sleepi 
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they  be  given  in  the  presence  of  uncontrolled  pain,  be- 
cause excitement  may  result. 

Warning;  May  be  habit-forming. 

Precautions:  Tuinal  should  be  used  cautiously  in  pa- 
tients with  decreased  liver  function,  since  prolongation 
of  effect  may  occur. 

Adverse  Reactions:  Idiosyncrasy,  such  as  excitement, 
hangover,  or  pain,  may  appear.  Hypersensitivity  reac- 


tions occur  in  some  patients,  especially  in  those  with 
asthma,  urticaria,  or  angioneurotic  edema. 

Overdosage:  C.N.S.  depression.  Symptoms— Depression 
of  respiration  and  of  superficial  and  deep  reflexes,  slight 
constriction  of  the  pupils  [in  severe  poisoning,  dilation], 
decreased  urine  formation,  lowered  body  temperature, 
coma.  Treatment — Symptomatic  and  supportive  [gastric 
lavage;  intravenous  fluids;  maintenance  of  blood  pres- 
sure, body  temperature,  and  adequate  respiration].  Di- 
alysis may  speed  removal  of  barbiturates  from  body 
fluids. 

|S5  ^ Dosage:  50-200  mg.  [V4-3  grains]  at  bedtime. 

[031767] 

Additional  information  available  to  physicians  upon  request. 

Eli  Lilly  and  Company  • Indianapolis,  Indiana  46206 
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success,  riiere  is  no  reason  to  believe  lliat  man 
is  an  exception  to  ihe  general  rule  tliat  niannnals 
base  a lile-span  that  is  eharaeteristie  ol  tbeir  spe- 
cies. In  tlie  Holy  liible  vve  lincl  stated  that  inan’s 
normal  sp;in  is  seventy  years  or  a little  more’'  and 
cm  rent  lignres  give  no  reason  to  think  th;it  it 
has  Ol  will  soon  change  very  much.  We  are  now 
ajcpioac  hing  a plateau’^  ;is  the  recent  lignres  Irom 
the  Xetheihnuls  ;nid  Israel  ;incl  the  Scandinavian 
conntiies  show  and  that  we  may  expect  the  ;iver- 
age  lemaining  lile-s|)an  at  birth  to  remain  in  the 
low  seventies  and  perhaps  a little  longer  in  .some. 

L.ll.N. 
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Dealing  With  One  Of  The  Major 
Diseases  Of  Civilization:  Obesity 

11  we  imike  a search  ol  the  liferatnre  ol  the 
past  one  hnndied  years  about  obesity  we  lincl  that 
it  has  always  been  clear  that  sngtir  and  sttirch  were 
lotmd  to  he  the  greatest  ol  lenders  that  corjnilent 
persons  give  njj  their  overeating  with  the  greatest 
ol  clilliciilty,  that  cxeicise  w;is  ;ilw;iys  tonsideied 
one  ol  the  most  elleetive  and  agreeable  methods 
ol  reducing  coipnlence  and  that  ohesitv  was  an 
evil  “th;it  dreadlnl  tormenting  ptnasite  on  health 
and  comloit.”'  Hut  since  these  things  ;ihont  ohesitv 
have  been  knowti  lor  ;i  Icmg  time  and  the  condi- 
tion leimiins  with  ns  hilly  as  prevalent  :ts  ol  old 
it  must  he  clettr  th;it  the  problem  is  c omplictited  as 
well  as  simple. 

()7<) 


It  is  simple  because  the  ticattnetit  reejnires  noth- 
ing more  than  an  induction  ol  a negative  caloric 
balance  and  there  is  now  much  inlormation  as  to 
how  this  e;tn  he  brought  about.  It  is  complicated 
I it  St  hecan.se  we  are  still  ignorant  ol  the  jn  eeise 
|)hysic)logical  lactors  that  determine  calorie  bal- 
ance and  second  because  we  still  bill  short  of 
knowing  how  best  to  peisnacle  onr  patients  to  lol- 
low  the  instructions  that  we  know  will  constitute 
elleetive  treatment. 

Onr  ignoratue  ol  the  physiologic  lactors  in- 
volved in  obesity  does  not  in  fact  gieatly  allect 
onr  ;t])proaeh  to  therajey  exeejet  in  tnyxeclenui. 
.Some  jteople  put  on  exee.ssive  weight  and  it  is  the 
jthysicians  task  to  treat  thetn.  In  the  normtil  per- 
son the  amount  he  eats  is  cletermitied  by  his  body’s 
caloric  tieeds.  His  hunger  and  his  ajtpetite  satisfy 
only  his  caloric  reejnirements.  The  obe.se  jterson 
satislies  his  hunger  ;ind  goes  on  to  eat  food  he 
likes  long  alter  he  has  satisfied  his  caloric  needs. 
He  now  finds  it  is  his  taste  for  palatable  foods 
that  increase  his  caloric  intake,  esjcecially  if  it  is  a 
substitution  lor  emotiotial  difficulties.  Often  these 
are  snlliciently  mild  to  be  amenable  to  simjile 
explanations  and  sympathetic  snpjjort.  Occasionally 
unless  extensive  jjsychotherapy  is  jco.ssible  we  must 
accept  that  cibesity  is  at  least  in  scjine  degree  in- 
evitable. 

I he  caloric  ontjjiit  clejcencis  upon  the  basal  me- 
tabolic rate  and  the  calories  needed  lor  activity, 
lemembeiitig  also  that  metabolism  rises  in  a jiar- 
ticnlarly  cold  envirotnnetit  to  preserve  body  tem- 
peititine.  I he  amount  ol  calories  reejnired  for 
physiciil  activity  is  a relatively  small  jeart  of  total 
caloiic  reejnirements  hcjwever.  In  order  to  increase 
caloric  ont]jut  by  300  caloiies,  less  that)  10  per 
cent  ol  average  daily  intake,  we  would  need  to 
tvalk  two  hours  or  swim  xigoionsly  for  otie  half 
hour  or  bicycle  Icjr  one  hour.  Although  some  jieojtle 
say  that  it  is  hardly  worth  while  to  recommend 
exercise  lor  this  reasoti,  the  lact  is  that  activity  is 
somehow  tieeded  in  order  that  the  appetite  tenter 
can  peilorm  its  normal  antomtitic  iidjustment  of 
ajtpetite  to  caloric  exjtenclitnre.  Ihe  effect  of  ac- 
tivity then  is  to  imjnove  the  balance  between  in- 
put and  ontjnit  ol  calories  not  only  bv  the  calories 
used  nj)  by  the  work  itself  but  also  by  the  calories 
given  oil  simply  ;is  heat. 

.Since  obesity  can  only  cotne  about  by  an  intake 
ol  calories  that  is  greater  than  the  ontjmt  of  cal- 
ories, its  tretUment  lies  in  reversing  this  by  reduc- 
ing intake  ol  calories  or  incieasitig  output  of  cal- 
ories or  both,  (ienerally  this  is  not  dillicnlt.  The 
nick  is  lor  the  jjatient  to  maintain  his  et|uilibrium 
at  a lower  weight  so  that  obesity  does  not  reoccur. 

II  we  look  al  the  piotein  lai  and  caibohyhate 
ol  a diet,  it  is  easy  to  see  that  ledncing  jnotein 
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I from  daily  intake  of  100  grams  would  hardly  yield 
I a significant  caloric  deficit  without  endangering 
the  health  of  the  individual.  A reduction  of  fat  to 
produce  a daily  caloric  deficit  of  500  calories  would 
for  most  people  lead  to  an  unpalatable  diet  that 
they  would  find  difficult  to  maintain.  The  reduc- 
tion of  carbohydrates  on  the  other  hand  can  lead 
to  a considerable  reduction  in  calories  and  give  a 
diet  that  is  still  very  acceptable.  In  practice  tbis 
kind  of  a diet  would  require  no  weighing,  calcu- 
lating or  measuring  other  than  the  avoidance  of 
carbohydrate  rich  foods.  On  such  a diet  the  pro- 
teins and  fats  will  be  found  to  regulate  them- 
selves at  levels  that  are  no  higher  than  in  the 
ordinary  diet.  In  fact  one  can  ask  his  patient  to  eat 
as  much  as  he  likes  of  foods  that  contain  little  or 
no  carbohydrates  such  as  meat,  fish,  eggs,  cheese, 
green  vegetables,  butter,  cream  and  one  glass  of 
milk  if  the  carbohydrates  are  kept  to  about  50 
grams.  The  result  will  be  a diet  in  which  calories 
are  automatically  restricted  and  the  patient  need 
never  feel  hungry. 

Such  a diet  can  be  recommended  on  many  other 
grounds.  It  is  sound  nutritionally.  The  foods  that 
are  being  restricted  are  mostly  those  that  are  rich 
in  “empty  ” calories.  The  diet  is  one  that  is  easy  to 
get  used  to,  so  it  achieves  the  permanence  of  w'eight 
loss,  that  is  so  rare  when  other  dietary  regimes 
are  followed.  It  is  socially  highly  acceptable,  for 
the  patient  can  eat  with  the  family  or  at  social 
gatherings  all  the  foods  with  the  exception  of 
those  that  are  rich  in  carbohydrates.  Last  but  not 
least  is  the  probable  link  between  arterioslerosis 
and  a high  consumption  of  sugar,  an  additional 
reason  for  reducing  what  is  for  many  people  a 
major  source  of  daily  calories. 

We  saw  earlier  that  it  is  also  possible  to  affect 
the  other  side  of  the  equation— the  disposal  of 
calories  by  making  certain  that  one  is  undertaking 
a moderate  amount  of  physical  activity,  walk  more, 
work  more  and  avoid  the  latest  labor  saving  de- 
vices. LInfortunately  patients  tend  to  accept  the 
change  to  a more  active  way  of  life  even  less 
readily  than  the  need  to  change  to  a different  sort 
of  diet.  In  these  circumstances  we  may  have  to  be 
content  with  less  than  optimal  weight  loss  al- 
though the  low  carbohydrate  can  achieve  consid- 
erable results. 

If  the  patient  tells  us  that  such  a regime  is  not 
possible  or  not  practicable  or  not  effective  one  can 
be  pretty  confident  that  the  patient  has  insuffi- 
cient incentive  to  lose  weight.  The  patients  may 
not  reveal  their  lack  of  incentive  so  directly  but 
merely  say  “I  will  try”  instead  of  “I  will  do  it.” 
We  all  know,  however,  it  can  be  done  with  suffi- 
cient motivation.  A person  whose  livelihood  de- 
pends on  the  avoidance  of  overweight  can  cer- 


tainly remain  slim  as  witness  the  dancer,  or  the 
jockey.  Without  doubt  we  often  do  not  know  how 
to  discover  or  create  the  right  incentive  but  we 
would  do  well  at  least  to  recognize  the  overriding 
necessity  to  do  so. 

Admittedly  there  remain  many  problems  to 
solve  in  the  inter-relationship  between  accjuisition 
and  disjjosal  of  calories  or  how  we  actually  pre- 
serve our  caloric  balance.  But  this  does  not  mean 
that  treatment  cannot  be  effective.  It  can,  if  the 
patient  is  adequately  motivated  to  lose  weight, 
for  we  now  know  ways  in  which  this  can  be 
done  relatively  painlessly.  The  most  important 
single  factor  in  reduction  of  overweight  is  the 
restriction  of  dietary  carbohydrate.  If  in  addition 
we  can  make  our  patients  even  only  a little  more 
active,  we  shall  be  going  a long  way  in  dealing 
with  one  of  the  major  diseases  of  civilization. 


1.  Yudkin,  J.:  The  cause  and  treatment  of  obesity.  Triangle, 
7:  326,  1966. 

Emotional  Deprivation  And 
Stunted  Growth 

In  Kaufman  and  Rosenbloom’s  graphic  descrip- 
tion of  the  depressed  behavior  of  infant  monkeys 
separated  from  their  mothers,  there  are  hints  of 
loss  of  appetite,  poor  feeding  and  other  disturbed 
somatic  functions  as  a consequence  of  psychic 
trauma.  We  have  also  known  that  there  are  en- 
docrine discharges  mediated  through  the  higher 
centers  of  the  nervous  system  as  a part  of  normal 
neuroendocrine  regulation.  The  classic  example  is 
the  startling  response  with  sudden  liberation  of 
norepinephrine  and  epinephrine  and  their  in- 
lluences  on  heart  rate,  peripheral  vasoconstriction, 
contraction  of  pilomotor  muscles,  palmar  sweat- 
ing, suppression  of  insulin  secretion,  glycogenolysis. 
Water  diuresis  is  interrupted,  there  is  increased 
ACTH  secretion,  contraction  of  spleen  with  en- 
richment of  the  circulation  with  red  cells.  There 
may  even  be  increased  filtrinolytic  activity,  all 
calculated  to  improve  the  ability  to  fight  or  take 
flight.  These  are  adaptive  mechanisms  eloquently 
stated  by  Walter  Cannon. ^ 

There  are  also  disturbed  endocrine  phenomena 
which  are  associated  with  psychic  pressures.  One 
is  hyperthyroidism  which  has  often  been  noted 
to  follow  some  emotional  trauma.  Pseudocyesis  is 
seen  in  young  women  with  an  intense  desire  for 
pregnancy.  Temporary  amenorrhea,  encountered 
among  teen-age  girls  who  are  struggling  to  adjust 
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INFLAMMATION 


A cellular 


A SYNTEX  REPORT  based  on  recently 
developed  hypotheses  about  topical  cor- 
ticosteroids, including  the  cellular 
theories  of  inflammation  by  Thomas  F. 
Dougherty,  Ph.D.,  University  of  Utah. 

You  are  looking  at  a fibroblast  fight- 
ing for  life.  This  cell  — one  of  the 
most  common  found  in  connective 
tissue  — has  literally  been  poisoned 
by  cytotoxins  released  from  other 
cells  that  have  ruptured.  Soon,  if  the 
abnormal  activity  of  this  fibroblast 
does  not  cease,  it,  too,  will  rupture 
and  die  — one  more  casualty  in  the  in- 
flammatory wave  of  destruction  pre- 
cipitated by  injury. 

Until  a short  time  ago  no  one  had 
ever  witnessed  such  a scene  at  the 
cellular  level.  Now,  through  ad- 
vanced cincmicrographic  techniques, 
it  is  possible  to  view  and  photograph 
the  inflammatory  process  as  pro- 
duced experimentally  in  living  ani- 
mal tissue.  This  method  permits  new 
insight  into  the  mechanism  of  inflam- 
mation and  the  role  of  corticoster- 
oids in  therapeutic  management. 
Equally  important,  these  techniques 
shed  new  light  on  factors  that  may 
make  one  corticosteroid  more  effec- 
tive than  another  — factors  that  can 
be  correlated  with  other  chemical, 
biologic,  and  clinical  parameters. 


Worldwide 
clinical 
experience 
confirms  the 
predictable 
therapeutic 
potential  of 
Synalar 


It  is  particularly  gratifying  that  the 
promise  of  the  advanced  chemical 
design  and  high  order  of  bioassay  ac- 
tivity of  Synalar  (fluocinolone  ace- 
tonide)  has  been  confirmed  by 
widespread  therapeutic  application. 
Indeed,  the  impressive  clinical  re- 
sponse rate  of  Synalar  has  been  docu- 
mented in  no  fewer  than  232  papers 
from  22  countries. 


Representative  Clinical  Results  with  Synalar* 
Efficacy  Documented  in  over  4,000  Patients 


Condition 

Number  of 
Publications 

Number  of 
Patients 

Significant 

Improvement! 

Contact 

Dermatitis 

27 

750 

713 

Eczematous 

Dermatitis 

21 

472 

409 

Seborrheic 

Dermatitis 

18 

442 

426 

Atopic 

Dermatitis 

24 

460 

426 

Psoriasis 

36 

1,699 

1,510 

Neurodermatitis 

18 

351 

324 

Total 

144 

4,174 

3,808 

^Complete  bibliography  on  request.  fExpressed  by  the  authors  as  excellent,  very  good, 

good,  complete  remission  of  inflammation,  etc. 


Prescribing  Information 
For  initiation  of  therapy:  Cream  0.025%, 
5 and  15  Gm.  tubes,  425  Gm.  jars;  for 
emollient  effect:  Ointment  0.025%,  15 
Gm.  tubes;  for  maintenance  therapy: 
Cream  0.01%,  15  and  45  Gm.  tubes,  120 
Gm.  jars;  for  intertriginous  or  hairy 
sites:  Solution  0.01%,  20  cc.  and  60  cc. 
plastic  squeeze  bottles;  for  infected  in- 
flammatory dermatoses:  Neo-Synalar® 
Cream  (0.025%  fluocinolone  acetonide, 
neomycin  sulfate,  equivalent  to  0.35% 
neomycin  base),  5 and  15  Gm.  tubes. 
Contraindications:  Tuberculous,  fungal, 
and  most  viral  lesions  of  the  skin,  (in- 
cluding herpes  simplex,  vaccinia,  and 
varicella).  Not  for  ophthalmic  use.  Con- 
traindicated in  individuals  with  a his- 
tory of  hypersensitivity  to  any  of  the 
components.  Precautions:  Synalar  prep- 
arations are  virtually  nonsensitizing  and 
nonirritating.  However,  the  solution  may 
produce  burning  or  stinging  when  ap- 
plied to  denuded  or  fissured  areas.  In 
some  patients  with  dry  lesions,  the  solu- 
tion may  increase  dryness,  scaling  or 
itching.  While  topical  steroids  have  not 
been  reported  to  have  an  adverse  effect 
on  pregnancy,  the  safety  of  their  use  on 
pregnant  females  has  not  absolutely 
been  established.  Therefore,  they  should 
not  be  used  extensively  on  pregnant  pa- 
tients, in  large  amounts,  or  for  pro- 


longed periods  of  time.  Prolonged  use  of 
any  antibiotic  may  result  in  Overgrowth 
of  nonsusceptible  organisms;  if  this  oc- 
curs, appropriate  therapy  should  be  insti- 
tuted. When  severe  local  infection  or 
systemic  infection  exists,  the  use  of  sys- 
temic antibiotics  should  be  considered, 
based  on  susceptibility  testing.  Side 
Effects:  Side  effects  are  not  ordinarily 
encountered  with  topically  applied  corti- 
costeroids. As  with  all  drugs,  however,  a 
few  patients  may  react  unfavorably  to 
Synalar  under  certain  conditions.  The 
neomycin  in  Neo-Synalar  Cream  rarely 
produces  allergic  reactions. 

References:  1.  Lemer,  L.  J.,  Bianchi,  A., 
Turkheimer,  A.  R.,  Singer,  F.  M.,  and 
Borman,  A.:  Anti-inflammatory  steroids:  po- 
tency, duration  and  modification  of  activities. 
Ann  NY  Acad  Sci  116:1071  (Aug.  27)  1964. 
2.  Idem:  Comparison  of  anti-granuloma,  thy- 
molytic  and  glucocorticoid  activities  of  anti- 
inflammatory steroids.  Proc  Soc  Exp  Biol 
Med  116:385  (June)  1964.  3.  Ringler,  A.:  Ac- 
tivities of  adrenocorticosteroids  in  experimen- 
tal animals  and  man,  in  Dorfman,  R.  I.: 
Methods  of  hormone  research.  New  York, 
Academic  Press,  1964.  vol.  III.  pp.  234-280. 
4.  Gubersky,  V.  R.;  To  be  published. 


fluocinolone  acetonide  — an  original  steroid  from 

SYNTEXS 

LABORATORIES  INC.,  PALO  ALTO,  CALIP. 


For  inflammatory 
dermatoses. . . 
by  any  measure 
a topical  corticosteroid 
of  choice 

Synalar 

(fluocinolone 

acetonide) 

Milligram  for  milligram 
one  of  the  most  active  topical 
corticosteroids  available 

Rapid  and  predictable 
in  antiinflammatory  and 
antipruritic  activity 

Results  often  comparable  to 
those  of  systemic  corticosteroids 
with  fewer  hazards 


to  a lile  away  Iroin  home,  is  certainly  an  example 
ol  jjsychic  influemes  (lislnrhint*  normal  eiulocrine 
Innclions. 

I he  inllneme  ol  emotional  inllneiues  upon 
secietion  ot  the  growth  hormone  is  noAv  empha- 
sized again  by  Powell  and  his  assoc  iates’^-'*  in  a 
study  ol  thirteen  children  who  lailcd  to  grow 
bectutse  ol  an  abnormal  home  environment  lead- 
ing to  severe  emotional  distiirbances.  The  asso- 
ciation ol  growth  retardation  with  emotional  de- 
privation was  already  noted  by  Talbot  et  al  in 
l9(i‘T'''  who  suggested  that  Innctional  snp])ression 
ol  giowth  hoinione  secretion  was  responsible  for 
growth  laihire.  Experimental  siij^port  was  already 
at  hand  lor  this  specidation  Irom  experimental 
studies  that  psychologic  factors  conlcl  destroy  ap- 
petite ;incl  lead  to  inadecpiate  calorie  intake  and 
malnutrition. 

Pcnvell  s studies,  however,  indicated  that  in  till 
likelihood  the  growth  failure  in  these  children  was 
a direct  cotisecpience  of  emotional  deprivation 
rather  than  secondary  to  caloiie  malnutrition.  In 
the  lirst  place  iminy  of  the  emotionally  dejjrived 
children  released  snbnormal  amounts  of  pitiutary 
growth  hormone  on  hypoglycemic  stimulation.  In 
the  .second  jdace  .several  of  the  children  when 
lirst  seen  exhibited  normal  weight  for  height.  This, 
however,  is  not  an  altogether  reliable  index  of 
nutritional  studies  because  many  of  the  children 
described  by  Powell  including  those  not  mal- 
noui  ishecl  according  to  this  index  did  gain  weight 
when  they  were  removed  from  their  destructive 
enviionment  and  hospitalized.  In  the  new  environ- 
ment they  gained  weight  in  excess  of  that  to  be 
expected  alter  allowances  were  made  for  this 
prodigious  growth  in  stature. 

I he  description  ol  the  childrc'n’s  beha\  ioi  re- 
llects  that  seen  in  lamine.  .\11  had  prominent  ab- 
domens, .some  decreased  muscle  mass  and  foid 
smelling  stools  and  polyphagia  and  poor  weight 
g;iin,  so  that  there  may  have  been  some  element 
ol  malab.sorption  present  in  many  of  the  children. 
However,  all  of  these  disappeared  on  entering 
the  hospital  and  this  strongly  supports  the  psychic 
lactor  and  its  effect  on  growth  although  it  does 
not  ride  out  temporary  non-absorption  and  non- 
ntilization  of  an  e.ssential  food  factor. 

Apjtarently  growth  inhibition  can  jiersist  for 
many  years  without  jjermanently  suppressing  the 
capacity  lor  “catch  up”  growth.  Once  the  children 
wet e lemoved  Irom  their  homes  the  children  grew 
over  large  periods  of  time  until  normal  weight 
was  achieved.  Whenever  short  stature  is  being 
evaluated,  therelore,  not  only  must  idiopathic 
hy[)opituitarism  come  to  mind  but  also  unusual 
jisyc ho-soc ial  situations  at  home. 


Short  stature  may  be  one  .aspect  of  a con- 
tinuum ot  adverse  effects  of  a distorted  child- 
parent  relationship  and  may  in  fact  be  the  first 
suggestion  of  such  a distorted  relationship.  The 
growth  ])attern  suggests  that  an  adverse  environ- 
ment acting  during  the  early  critical  years  of 
childhood  can  be  responsible  lor  grcjwth  retarda- 
tion. Ibis  report'*'"  reminds  one  of  the  growing 
evidence  that  environmental  events  occurring  dur- 
ing the  early  critical  jieriods  of  infancy  can  leave 
a peimanent  imprint  altering  both  endocrine  re- 
sponses and  behavior  ol  the  ;idult.  In  Kaufman 
and  Rosenbloom’s  experiments  it  was  separation 
ol  an  inlant  Irom  a good  en\ironment  that  led 
to  depression.  In  Powell's  report  it  was  separation 
ol  a child  Irom  a bad  environment  that  led  to 
his  imjjrovement.  This  .separation  and  deprivation 
are  not  ecpiivalent  terms. 

I he  reversibility  of  growth  retardation  was 
demonstrated  in  Powell’s  study.  What  will  happen 
to  the  emotional  and  mental  retardation  we  can 
oidy  learn  from  long  term  follow-up  observations. 
Obviously  treatment  will  almost  invariably  recjuire 
lemov'al  of  the  child  from  the  home  where  emo- 
tional clejM'ivation  exists,  "f  he  help  of  psychia- 
trists, jisychologists,  social  workers  is  essential.  In 
some  cases  there  may  be  recjuired  additional  as- 
sistance from  the  Court  of  I.aw.  Above  all  early 
recognition  ol  adverse  inllucnces  upon  infants 
and  children  and  their  correction  may  prevent 
permanent  lasting  damage  to  the  organization  and 
function  of  the  central  nervous  system  in  man. 

L.H.N. 
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Delayed  Hypersensitivity  In 
Clinical  Medicine 

fenner  described  the  reaction  of  immunity  in 
vaccinated  persons,  in  his  classic  monograph  en- 
titled “An  inquiry  into  the  causes  and  effects  of 
ivariolae— vaccinee.”  There  was  a papular  erythe- 
matous lesion  of  the  skin  reaching  its  maximum 
twenty-four  to  seventy-two  hours  after  vaccination 
and  disappearing  without  passing  through  a pus- 
tular stage  or  leaving  a scar.  The  term  allergy  was 
introduced  by  Von  Pircpiet  in  1906.  The  tuberculo- 
sis patients  on  receiving  a sidrcutaneous  injection 
of  tuberculin  reacted  with  fever  and  generalized 
sickness.  Thus  arose  the  concept  of  hypersensitivity 
in  tvhich  an  immunologic  resjmnse  can  lead  to 
damage.  Both  the  immune  response  on  re-vaccina- 
tion with  varicella  and  the  Von  Pircpiet  response 
on  injection  of  tuberculin  may  be  termed  delayed 
hypersensitivity. 

There  is  also  an  immediate  type  of  sensitivity 
hrst  described  by  Maurice  Arthus  in  1903.  Four 
to  eight  hours  after  injecting  horse  serum  into 
sensitized  rabbits  there  developed  at  the  site  of 
injection,  edema,  hemorrhage  leading  to  necrosis, 
rather  than  erythema  and  induration  clays  later. 
Other  forms  of  immediate  type  hypersensitivity 
are  systemic  anaphylaxis,  wheal  and  flare  reac- 
tions on  testing  patients  with  hay  fever  and  asthma 
to  the  antigen  to  which  they  are  allergic. 

The  immediate  type  reaction  is  a vasculitis  as- 
sociated with  massive  infiltration  of  the  skin  with 
gramdocytes.  The  delayed  reaction  is  a massive 
perivascular  infiltration  of  the  dermis  with  mono- 
nuclear cells  and  considerable  swelling  of  the  der- 
mal collagen.  In  immediate  hypersensitivity  there 
are  present  circulating  antibodies  which  can  pas- 
sively transfer  the  allergic  state  and  they  reside 
in  one  of  the  immunoglobulin  fractions  of  the 
serum.  No  such  humoral  factor  has  yet  been  shown 
to  cause  delayed  hypersensitivity  but  both  the  con- 
tact type  of  sensitivity  and  the  tubeiiin  type  al- 
lergy can  be  transferred  by  leucocyte  injections. 

Contact  sensitivity  is  seen  in  patients  with 
eczema  due  to  allergy  to  a simple  chemical  com- 
pound which  becomes  antigenic  when  bound  to 
the  patients  own  protein.  These  contact  reactions 
are  erythematous  vesicular  and  indurated  reach 
their  peak  tw'enty-four  to  forty-eight  hours  after 
application  of  the  patch,  much  like  a tubercidin 
reaction. 

The  homograft  reaction  is  a type  of  delayed 
hypersensitivity.  The  histologic  appearance  of  the 
process  of  graft  rejection  reveals  prominence  of 
mononuclear  cells  and  a near  absence  of  granu- 
locytes. It  is  the  same  api^earance  as  is  found 


wdien  a chemical  sensitizer  has  been  applied  — 
lymphocytic  proliferation  around  the  patch  and  in 
the  nodes  draining  this  area  of  skin. 

Some  auto-immune  diseases  are  known  to  ex- 
hibit delayed  hypersensitivity.  A tuberculin  type 
reaction  to  tbyroglobulin  can  be  demonstrated  in 
the  skin  of  guinea  pigs  in  experimental  auto-im- 
mune  thyroiditis.  Experimental  auto-immune  en- 
cephalomyelitis can  be  transferred  reproducibly  in 
guinea  pigs  and  rats.  Delayed  hypersensitivity 
might  be  involved  in  rheumatoid  arthritis  because 
it  can  occur  even  in  the  presence  of  agammaglo- 
bidinemia.  The  Aschoff  lesion  in  rheumatic  fever 
may  be  a form  of  delayed  hypersensitivity  to  sar- 
colemmal  antigen.  There  are  some  diseases,  how- 
ever, in  wdiich  the  role  of  hypersensitivity  in  auto- 
immune disease  has  not  yet  been  sufficiently  de- 
fined. 

There  has  been  much  speculation  as  to  the  role 
of  delayed  hypersensitivity  in  infection.  Cells  prob- 
ably play  a role  in  defense  against  infection.  Mac- 
rophages from  immunized  rabbits  are  capable  of 
inhibiting  the  growth  of  the  tubercle  bacillus  to 
a greater  extent  than  those  from  normal  rabbits. 
Cellular  immunity  has  now  been  studied  against 
a w'ide  range  of  organisms.  Resistance  to  tuber- 
culosis cannot  be  transferred  with  serum,  but  it 
can  be  transferred  wdth  peritoneal  exudate  macro- 
phages and  lymphocytes.  How^ever,  it  is  not  yet 
possible  to  say  whether  cellular  immunity  and  de- 
layed hypersensitivity  are  due  to  the  same  phenom- 
enon or  to  some  related  but  dilferent  mechanism. 

L.H.N. 
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The  Prostaglandins;  Members  Of 
A New  Hormonal  System 

Thirty-seven  years  ago,  two  New  York  Gyne- 
cologists, Kurzrok  and  Lieb  produced  strong  con- 
tractions of  the  human  uterus  by  instilling  fresh 
human  semen.  We  now  know  that  these  effects 
wTre  due  to  the  prostaglandins  (PG)  present  in 
the  seminal  plasma.  Several  years  later  Goldblatt 
in  England  and  U.  S.  von  Euler  in  Sweden  inde- 
pendently discovered  and  studied  the  strong  ac- 
tivity in  seminal  plasma  that  stiimdates  smooth 
muscle,  von  Euler  prepared  lipid  extracts  of  vesi- 
cular glands  of  male  sheep  and  found  the  activity 
to  be  associated  with  the  fraction  containing  the 
lilhd  soluble  acids  w'hich  he  named  prostaglandin 
and  made  extensive  studies  of  the  physiologic  and 
pharmacologic  effects  of  these  extracts. 
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I'he  next  logical  step  was  purilic ation  of  a con- 
centrate prepared  Irom  glands  of  Icelandic  sheep 
by  Seine  Uergstioni,  a jnipil  of  von  Euler.  The 
isolation  work  was  greatly  facilitated  by  the  stim- 
ulating eflect  ol  I’G  on  smooth  muscle.  By  this 
method  ol  assay  and  with  improved  isolation  pro- 
cedures, he  isolated  two  prostaglandins  I’GEl  and 
E(.E1  in  pure  ctystalline  form,  d hey  both  had 
high  physiologic  activity  on  smooth  muscle,  hut 
I’GEl  was  more  active  in  reducing  blood  pressure 
ill  the  rabbit. 

Ewo  more  compounds  of  I’GE  type  were  suhse- 
cpiently  isolated  Irom  sheep  glands  and  others  from 
bovine  lung  tissue,  jiancreas,  brain,  kidney,  iris, 
human  menstrual  Iluicl.  Ehere  ajipears  to  be  strong 
indications  of  the  occurretice  of  P(i  in  many  other 
tissues.  I he  richest  source  known,  however,  re- 
mains human  seminal  fluid.  As  methods  were  re- 
fined ;uul  smaller  and  smaller  amounts  could  be 
isolated  in  pure  form,  metabolites  of  the  PG  were 
also  isolated  and  linally  it  became  clear  that 
lungs  have  a high  capacity  to  inactivate  the  PG. 

'Ehe  fate  of  small  amounts  of  labelled  PG  when 
injected  intravenously  into  rats  .showed  that  ,50  per 
cent  of  the  isotope  had  been  excreted  in  the  urine 
in  forty  hours  and  10  per  cetit  in  the  feces  by  way 
of  the  bile.  T here  were  transient  high  concentra- 
tions in  kidney,  liver  connective  tissues  and  myo- 
metrium. 

Once  the  structure  of  the  primary  PG  has  been 
elucidated  the  next  logical  step  was  tc>  seek  their 
precursors.  It  soon  became  clear  by  a fine  series 
of  biochemical  studies  that  the  ])rostaglanclins  are 
lormecl  in  a facile  en/,ymatic  secjuence  of  reactions 
in  seteral  dilleretit  tissues  from  metnbers  ol  the 
grou]j  of  e.ssential  unsaturated  fatty  acids  and  the 
one  rvhich  has  proved  the  most  active  is  linolenic 
acid  which  we  remember  as  important  in  inhibit- 
ing platelet  adhesiveness.-  It  would  be  expected, 
therefore,  that  essetitial  fatty  acid  deficiencies  in 
animals  and  man  couhrprevent  .synthesis  of  PG. 

Most  ol  PG’s  have  potent  biologic  activity  of 
.some  kind.  T he  typical  ellect  on  the  circulation  is 
peripheral  vasodilatation  of  small  arteries  and  a 
reduction  ol  blood  pressure  even  in  nephrectom- 
i/ed  clogs.  T hey  also  strongly  antagonized  the  hy- 
pertensive ellects  of  epinephrin  and  norepine- 
]dn  ine. 

.Some  prostaglandins  the  P(iE  ty])e  itihibits 
strongly  strips  of  myometrial  muscle,  of  non-preg- 
nant females.  T he  P(iE  cc)m|jouncls  on  the  other 
hand  show  stinudatory  action  that  varies  in  degree 
dining  the  menstrual  cycle.  complex  actioti  also 
occurs  in  the  fallopian  tubes,  the  inner  third  con- 
tracts, the  outer  third  relaxes.  The  development 
of  pure  compounds  and  more  sensitive  technieptes 
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have  allowed  study  of  their  effects  in  pregnant 
wotnen.  Very  minute  amounts  cause  onset  of  ute- 
rine activity  similar  to  normal  activity  during  labor. 
Deposition  ol  PG  in  the  vagina  has  similar  ef- 
fects. In  view  of  the  large  amounts  jjresent  in 
seminal  Iluicl,  it  seetns  jKissible  that  stilficient  PG 
can  be  absorbed  from  the  vagina  to  influence 
sticmgly  in  .some  instances  the  motility  of  the  preg- 
nant uterus. 

W'e  know  that  lipolysis  can  be  rapidly  activated 
by  epinephrin,  norepinephrin,  glucagoti,  ACTH, 
T5SE1  and  vasopressiti.  PGE  strongly  inhibits  action 
of  epinephrin  in  very  small  concentrations.  It  also 
blocks  vasopressin  induced  increa.se  in  water  per- 
metibility  of  the  toad  bladder.  Bergstreim  found 
that  PG’s  can  antagonize  every  one  of  the  hor- 
mones listed  above.  T hey  also  affect  platelet  ag- 
gregation and  adhesiveness  much  as  linolenic  acid 
does. 

It  seems  that  PG  can  be  released  from  nerves, 
braiti,  adretials,  diaphragm  and  fat  pads  by  stim- 
ulation of  the  afferent  nerves  or  by  hormones  and 
certain  drugs,  .\pjjaretitly  all  cells  thus  far  studied 
can  release  fatty  acid  precursors  of  PCi  that  would 
rapidly  be  .sytithesized  into  PG  by  microsomes. 
Bergstrom  believes  that  the  PG  thus  formed  might 
act  as  a general  feedback  regulator  and  have  some 
role  in  neuronal  activity. 

Prom  all  this  work  it  is  obvious  that  PG  can 
exert  marked  effects  on  various  important  physio- 
logic processes.  More  work  is  obviously  needed  to 
ascertain  their  s|jecilic  roles  in  the  living  organism. 
Are  they  mainly  intracellular  metabolic  modulators 
or  are  they  systemic  hormonal  regulators  or  both? 

L.H.N. 
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Combatting  The  Cigarette  Habit 

In  1964  the  .Surgeon  General’s  Gommittee  issued 
a rej)ort  indicting  cigarette  smoking  as  a cause  of 
lung  cancer  and  other  diseases.  Surgeon  General 
Stewart  has  estimated  that  275,000  deaths  each 
year  can  be  attributed  to  the  smoking  habit.  Some 
of  the  Health,  Education  and  W’elfare  (HEW)  de- 
partments recent  findings  indicate  further  that  the 
importance  of  smoking  as  a contributory  factor 
in  heart  disease  is  even  greater  than  has  been  sii- 
sjjected— that  among  men-smokers  the  death  rate 
from  coronary  heart  disease  is  70  per  cent  higher 
than  among  non-.smokers.  Frightening  statistics  of 
this  sort  can  be  used  to  shake  the  smokers  com- 
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placemy  csjjecially  since  many  smokers  are  already 
anxious  about  this  liabit,  but  Itow. 

On  I tine  2nd,  tlie  Federal  Conmuinication  Com- 
mission (FCC)  issued  a ruling  named  the  “lair- 
ness  doctrine"  which  holds  that  broadcasting  sta- 
tions must  make  time  availal)le  tor  discussion  ol 
l)oth  sides  ol  a controversial  issue.  T he  ruling  was 
directed  at  no  product  except  cigarettes.  I’he  Fed- 
eral Trade  Commission  (F'FCi)  and  HEW  say  in 
ellect  that  cigarette  smoking  is  an  exceedingly 
dangerous  habit  which  has  Iteen  ]M)pularized  and 
re-intorced  l)v  advertising  campaigns  portraying 
the  ‘‘lethal  weed”  as  harmless  and  mild  and  subtly 
a.s,sociating  smokitig  with  joys  ol  sex,  propriety 
and  high  adventure.  Both  reports  called  lor  warn- 
ing in  advertising  as  well  as  on  the  package  to 
show  the  tar  and  nicotine  content  ol  the  cigarette 
smoke.  T he  FCCi  re}Jort  was  clearly  an  ojjpor- 
tunity  lor  all  health  lorces  to  unite  and  attempt 
to  neutralize  the  sid)tle  deception  in  cigarette  ad- 
vertising by  having  an  ojjjjortunity  to  jiiesent  the 
trtie  lacts  on  the  air  without  cost. 

Suddenly  the  National  Clearing  Hotise  lor  Smok- 
ing and  Health  and  the  American  Cancer  Society 
(.\CS)  and  the  American  Heart  Association  and 
other  groujjs  saw  an  opportunity  to  get  lots  ol 
Iree  air  time  lor  their  anti-.smoking  “spot”  an- 
nouncements and  programs.  Previously  I V broad- 
casters had  been  chary  in  ollending  their  cig- 
arette advertisers  by  cooperating  in  anti-smoking 
camjjaigns,  although  they  had  olten  carried  views 
and  disctission  j^rograms  dealing  with  the  smoking 
and  health  issue.  Since  the  “lairness  doctrine”  rul- 
ing, the  ACS  has  provided  a list  ol  its  anti- 
smoking s}K)ts  and  programs  lor  tho.se  who  elect 
to  lollow  the  FCC  discussion. 

d'he  demand  lor  anti-smoking  material  has  be- 
come heavy.  One  W network  has  asked  ACS  lor 
more  prints  ol  its  sjK)t  announcements  than  it  can 
stipply.  Most  ol  the  anti-smoking  material  provided 
by  the  AOS  and  other  agencies  use  low-pitched 
persuasion  which  avoids  the  .scare  technitpies.  d'he 
working  assumption  is  that  most  people  know 
smoking  is  harmlid,  I)ut  need  to  be  reminded  and 
made  constantly  aware  ol  this  threat  to  their  health. 
'Fhe  Ash-tray  is  a twenty  second  ACS  spot  show- 
ing cigarette  Itutts  disappearing  Irom  an  ash-tray 
while  a violin  plays  soltly  in  the  background.  A 
voice  says  “the  moment  you  stop  in  most  cases 
the  ellects  ol  .smoking  will  l>egin  to  reverse  them- 
selves until  your  liitigs  are  nice  and  clear  again.” 

“Is  smoking  worth  it”  is  a sixteen  minute  ACS 
lilm  which  reviews  the  exidence  linking  lung  can- 
cer and  cigarette  smoking.  Some  ACS  material  is 
|)re])ared  especially  lor  very  young  viewers.  Hidl- 
less  Pullless  Dragon  is  an  eight  minute  animated 
cartoon  shoxving  an  unetitial  struggle  betxveen 
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Drag  Knight  xvho  does  not  smoke  and  Drag  Goon 
xvho  does. 

I'he  “lairness  doctrine”  has  not  been  taken  by 
the  broadcasters  lying  doxvn.  They  are  alarmed 
lor  a variety  ol  reasons.  One  is  the  ellect  the  ruling 
xvill  have  on  cigarette  advertising  xvhich  in  1966 
accounted  lor  .seven  per  cent  ol  TV  revenue.  A 
signilicant  amotint  ol  valuable  time  xvill  have  to  be 
given  axvay  Iree.  They  are  going  to  court  insisting 
it  is  an  unconstitutional  abridgement  ol  Ireedom 
ol  the  press  and  “due  process.”  Fhe  broadcasters 
also  contend  that  the  ruling  violates  a congression- 
ally  imposed  moratorium  on  health  xvarnings  in 
cigarette  advertising.  Finally  that  the  ruling  can- 
not be  logically  limited  to  cigarettes  and  may  be 
extended  to  other  commodities  such  as  automo- 
biles, alcoholic  beverages  and  pesticides. 

We  must  not  underestimate  the  legislative  po- 
tency ol  the  tobacco  and  broadcasting  industries. 
They  are  not  ready  to  preside  at  their  own  demise. 
Congress  coukl  nullily  the  ruling  and  there  have 
been  attacks  ujjon  it  by  representatives  Irom  North 
Carolina  and  Virginia  xvhere  tobacco  is  groxvn  and 
jtroces.sed.  Fhe  broadcasting  industry  may  encour- 
age congressional  interest  in  intervening,  through 
editorial  criticism  ol  the  ruling  by  nexx’spapers 
xvhose  oxvners  may  also  have  broadcasting  sta- 
tions. In  its  ellort  to  avoid  strong  legislation  the 
toltacco  industry  played  an  important  card.  It 
asked  Congress  to  give  it  a chance  at  sell  regula- 
tion tinder  the  tobacco  and  broadcasting  industries 
nexv  cigarette  advertising  codes. 

Fhe  FTC  noxv  says,  hoxvever,  that  the  codes 
have  done  little  to  prevent  abtises  at  xvhich  they 
xvere  ostensildy  directed,  such  as  enticement  ol 
minors  to  take  up  smoking.  I'he  cigarette  com- 
mercials are  still  shoxvn  at  hours  xvhere  there  is  a 
large  juvenile  audience.  The  average  teen-ager  sees 
more  cigarette  commercials  than  the  average  Amer- 
ican does,  says  FTC.  In  short  FTC  has  asserted 
that  the  industry  ccxles  have  been  a sham,  that 
the  xvarning  on  the  cigarette  package  has  been 
largely  inellectual  and  that  young  people  are 
heavily  exposed  to  the  .seduction  ol  cigarette  ad- 
vertising. 

Many  in  Congress,  hoxvever,  do  believe  that  it 
is  neces.sary  to  have  some  kind  ol  antidote  to  the 
messages  ol  the  commercials  which  imply  that  cig- 
arettes can  be  smoked  xvithout  harm.  But  is  count- 
ering the  advertising  a sullicient  answer?  We 
need  only  to  recall  that  only  xvine  and  beer  may 
be  advertised  on  the  air  but  this  has  not  prevented 
the  jjrogressive  increase  in  the  consumption  ol 
hard  liciuor.  W'hat  do  xve  knoxv  abotit  how  the 
smoking  habit  is  lormed  and  bccc)mes  ingrained? 
Is  advertising  tlic  most  |)otent  cause  or  are  there 
otliei  social  lactors  involved  xvhich  xvoidcl  loster 
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the  habit  even  if  all  advertising  were  prohibited? 
Cigarette  smoking  as  a national  habit  may  very 
well  outlive  any  who  prophecy  its  demise.  But 
its  enemies  are  growing  stronger  and  the  FCC 
ruling  in  the  fairness  doctrine  has  given  them  a 
new  weapon.  We  must  still  learn  how  the  habit 
starts,  what  kee]js  it  going  and  when  is  the  best 
time  to  combat  it,  and  by  what  means. 

L.H.N. 
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Erythema  Multiforme— Dermal 
Hypersensitivity  To  Herpes 
Simplex  Virus 

Dermal  hypersensitivity  in  recipients  of  inacti- 
vated measles  virus  following  injection  of  attenu- 
ated live  measles  virus  or  injection  with  natural 
measles  virus  is  now  w'ell  documented.  The  vic- 
tims develop  a form  of  delayed  hypersensitivity 
which  varies  from  local  induration  lasting  up  to 
four  months  to  systemic  involvement  with  swollen 
joints  and  even  pneumonia  in  some  instances. 

Now  we  find  that  erythema  multiforme  can  oc- 
cur recurrently,  each  attack  being  preceded  by 
clinical  herpes  simplex.  Such  a historical  sequence 
has  been  noted  many  times  belore  and  is  exem- 
plified by  the  case  reported  by  Shelley.^  Naser- 
mann-  found  15  per  cent  of  all  cases  of  erythema 
multiforme  were  regularly  preceded  by  an  attack 
of  herpes  simplex.  Serologic  tests  including  neu- 
tralizing complement  fixation,  agglutination  and 
precipitation  gel  diffusion,  disclosed  nothing 
unique  in  these  individuals.  This  raises  the  ques- 
tion as  to  whether  herpes  simplex  virus  could  pos- 
sibly be  the  antigen. 

It  is  well  known  that  inactivated  herpes  simplex 
antigen  may  at  times  produce  a delayed  papidar 
tuberculin  type  response  in  intradermal  testing 
with  recurrent  herpes  simplex.-^  Soltz-Szots"*  re- 
ported a patient  in  w'hom  erythema  multiforme 
developed  while  the  patient  was  receiving  herpes 
simplex  vaccine  for  the  treatment  of  recurrent 
herpex  simplex. 

Shelley  in  his  case  repeatedly  reproduced  the 
local  vesiculobullous  lesion  of  erythema  multi- 
forme  by  intradermal  injection  of  commercially 
prepared  but  as  yet  experimental  herpes  simplex 
antigen.  This  vaccine  had  already  been  found  in- 
effective in  the  treatment  of  recurrent  herpes  sim- 
plex. No  vascular  or  bullous  reactions  were  noted 
by  these  workers  and  in  Shelley’s  control  group 
of  fifteen  the  typical  delayed  hypersensitivity  re- 
action in  the  form  of  a papular  response  only  was 


seen.  Thus  the  vesicular  reaction  may  be  viewed 
as  evidence  of  a specific  type  or  degree  of  hyper- 
sensitivity, limited  to  patients  with  post-herpetic 
erythema  multiforme. 

Two  other  of  Shelley’s  patients  had  sensitivity 
not  to  herpes  simplex  antigen  but  to  sulphonaniide 
and  adenocarcinoma  of  the  sigmoid  colon.  These 
patients  had  no  history  of  herpes  simplex.  01> 
viously  since  erythema  multiforme  can  be  caused 
by  sensitivity  to  many  antigens  the  vesicidar  skin 
test  with  herpes  simplex  antigen  coidd  help  to 
dilferentiate  this  from  other  causes. 

It  is  important  to  realize  that  herpetic  erythema 
nudtiforme  may  be  more  common  than  we  suspect 
from  the  history  since  many  of  the  imputed  causes 
may  simply  serve  to  trigger  inapparent  or  hidden 
herpes  simplex.  Thus  menses  or  pregnancy  might 
activate  herpes  simplex  of  the  vagina  or  vulvar 
area  and  in  turn  cause  erythema  multiforme  in  an 
appreciable  number  of  patients.  In  this  connection 
it  should  be  recalled  that  nearly  one  in  five  hun- 
dred Papanicolaou  smear  tests  show  intranuclear 
inclusion  suggestive  ol  herpes  simplex  inlection. 

The  oropharynx,  conjunctive,  penis  or  indeed 
the  central  nervous  system  may  be  other  occult 
reservoirs  of  the  virus  which  may  be  activated  by 
a Avelter  of  diverse  diseases  and  thereby  induce 
erythema  multiforme.  It  is  evident  that  only  a mass 
skin  test  screening  of  erythema  multiforme  pa- 
tients wall  permit  an  estimate  of  the  actual  role 
played  by  herpes  simplex  in  the  production  ol  this 
disease.  However,  it  will  require  a potent  stand- 
ardized antigen  rather  than  the  crutle  weak  one 
formerly  used. 

Erythema  multiforme  is,  however,  not  the  only 
post-herpetic  syndrome  which  has  been  described. 
Shearer  and  Finch®  recently  reported  a severe 
periodic  organic  psychosis  appearing  two  to  eleven 
days  after  each  attack  of  herpes  simplex.  One  pa- 
tient is  reported  suffering  from  recurrent  attacks 
ol  herpes  simplex  as  a residt  of  an  inability  to 
form  adetjuate  amounts  of  specific  IgA  immuno- 
globulin. 

Heretofore  the  cause  of  erythema  multiforme 
was  elusive  and  in  most  instances  went  unrecog- 
nized. We  have  suspected  drugs  or  malignancy, 
but  the  clinical  picture  has  precluded  challenges 
with  drugs  and  this  has  prevented  study.  Our 
knowledge  of  the  disease  lagged  because  it  could 
not  be  produced  experimentally.  Now  tbe  fact  that 
inactivated  herpes  virus  antigen  can  reproduce  the 
disease  locally  gives  us  an  experimental  model  for 
further  studies  and  offers  hope  that  specific  tumor 
and  drug  antigens  can  be  prepared  lor  this  type 
of  testing. 

Much  remains  to  be  done  to  delineate  the  im- 
munologic parameters  of  erythema  multiforme 
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when  the  viral  antigen  is  introduced  into  the  skin. 
The  heipes  antigen  which  so  lar  lias  had  inclil- 
ferent  sticcess  as  a therapeutic  vaccine  may  find 
a more  distingtiished  career  as  a diagnostic  test. 

L.H.N. 
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LSD  And  The  Law 

I'here  is  very  little  doubt  that  the  use  of  LSD 
is  spreatling,  that  its  .seriotis  consequences  are  com- 
ing to  light  and  that  sotiety  is  becoming  con- 
cerned about  its  illicit,  unintelligent  and  indis- 
criminate use.  d'he  incidence  of  illicit  use  and  the 
effects  of  the  drug  are  not  entirely  known.  Dr. 
d'imothy  Leary  estimates  that  10  to  L5  per  cent 
ol  all  college  students  have  experimented  with 
LSD.  On  the  other  hand  Dr.  D.  L.  Lotiria,i  A.sso- 
ciate  Professor  of  Medicine  at  Cornell  University 
College  of  Medicine  states  that  one  jrer  cent  is  a 
more  accurate  estimate.  He  cites  the  chilling  fact 
that  in  the  past  18  months  over  130  patients  have 
been  admitted  to  Bellevue  Hospital  with  LSD 
psychoses  or  with  chronic  schizophrenia  or 
schizoid  personality,  exacerbated  by  LSD  inges- 
tion. 

Prolotmd  terror,  uncontrolled  aggressivene.ss, 
and  even  attempted  homicide  or  suicide  are  the 
syni])toms  that  are  .said  to  accomjjany  the  uncon- 
trolled use  of  the  drug  in  certain  persons.  How- 
ever, LSD  when  carefully  administered  in  experi- 
mental medical  centers  seems  to  show'  some 
promise  as  an  adjunct  in  the  treatment  of  chronic 
alcoholism,  schizophrenic  children  and  psychoneu- 
roses. d ims.  Medicine  is  presently  endeavoring  to 
assess  the  toxicity  of  these  compounds.  It  is  also 
exploring  their  potential  as  therapeutic  agents. 
Medicine  cannot  prevent  the  spread  and  illicit  tise 
of  the  drugs.  It  is  the  Law  that  has  been  calletl 
upon  to  stem  the  tide  of  illicit  use  and  at  the 
same  time  it  must  make  provisions  to  permit  and 
encourage  the  carefully  controlled  research  that  is 
essential  if  the  many  qtiestions  abotit  I,.SD  are  to 
be  answeretl. 


Lhe  federal  law  is  conceived  on  a relatively 
sountl  philosophical  basis.  J he  ttpjjropriate  law  is 
lound  in  the  Federal,  Food,  Drug,  and  Cosmetic 
.\ct,-  which  provides  provisions  to  control  illicit 
trafficking  in  the  halhicinogens.  It  states  that  send- 
ing or  transporting  the  drtig  subjects  the  sender 
to  punishment,  but  possession  for  ones  own  use  or 
the  use  ol  ones  own  ttnimals  cannot  Ire  ptinished 
under  this  federal  law.  Clearly  the  federal  law  is 
aimed  at  the  trtillicker.  But  it  does  not  enable 
lederal  agents  to  act  on  possession  or  use.  In  con- 
secjuence  the  federal  agents  ;ne  obliged  to  team 
up  with  state  ollicials  and  the  consequence  can 
be  very  harsh  state  punishments  in  certain  states 
and  little  or  nerne  in  others. 

Besides  this  confusion  on  a federal  level  is  the 
hut  that  tw'o  diflerent  agencies  are  responsible  for 
controlling  research  with  LSD.  The  Food  and 
Drug  Administration  (FDA)  has  decided  to  brand 
LSD  as  a new  drug  ;md  this  recpiires  that  an 
l.N.D.  (investigational  new'  drug  application)  be 
iilled  otit  belcrre  atiy  research  can  proceed.  The 
FD.V  also  polices  the  illegal  mantifacturing  of  the 
compound.  I'here  is,  however,  a goodly  suijply  in 
the  possession  of  the  National  Institute  of  Mental 
Health  lor  research  situe  Sandoz  Pharmaceutical’s 
total  supply  has  been  titined  cjver  to  this  agency. 
1 he  researcher  who  desires  to  work  with  LSD 
mtist  first  have  his  research  approved  by  the 
NIMFl  and  then  after  the  research  has  been  clone, 
must  work  w'ith  the  FDA  as  well  ;is  the  Institute 
in  filing  an  acceptable  application.  T he  result  of 
the  control  by  the  tw’o  agencies  has  led  to  a good 
deal  of  conitision  and  limitation  of  research.^ 

Since  the  problem  of  treatment  or  punishment 
devolves  upon  the  state  jurisdictions,  it  is  not  sur- 
prising how'  varied  they  could  become  from  state 
to  state.  The  Massachusetts  legislature,  for  exam- 
jzle,  has  responded  to  the  problem  cjuickly  and 
rigidly  by  laws  W'hose  philosophy  is  not  treatment 
but  [mnishment.  A’he  law  has  seen  fit  to  label  I.SD 
and  the  other  hallucinogens  as  narcotics  and  to 
consider  LSD  ca.ses  in  the  .same  class  as  the  heroin 
addict.^  Ibicler  the  Massachusetts  law,  whosoever 
is  present  w’here  I.SD  is  illegally  kept  whether  or 
not  he  knows  he  is  in  the  presence  of  illegally 
kept  LSD,  may  be  stibject  to  a five  year  sentence 
in  the  State  Prison.  A college  student  w'ho  incfuces 
his  girl  friend  or  a fellow  student  to  try  the  drug 
risks  10  to  20  years  in  the  State  Prison  and  20  to 
50  years  for  a second  offense.^ 

In  Ma.ssachtisetts,  pos.session  of  I.SD  carries  up 
to  three  and  half  years  in  the  State  Prison®  and 
the  law  does  not  enconrage  the  seeking  of  medical 
help  either  by  the  l.SD  user  or  the  heroin  addict. 
According  to  the  law'  the  users  are  criminals  not 
sick  pecqrle  reejuiring  medical  treatment.  The  re- 
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lentless  aim  of  the  law  extends  to  the  doctor’s  of- 
fice or  hospital  who  is  treating  a chronic  user  of 
these  compounds.  The  patient  must  be  repented 
to  the  Department  of  Health  within  72  hours  of 
the  first  treatment,  a statement  in  duplicatec  on- 
laining  the  name,  address,  height,  weight,  date  of 
birth  and  color  of  the  hair  of  user,  the  place  of 
treatment  and  the  name  of  the  drug  used.  It  also 
provides  such  information  shall  be  made  available 
for  the  use  of  any  agency  of  the  Commonwealth 
for  the  United  .States  may  require  it.*’ 

New  Hampshire  on  the  other  extreme  has  no 
legislation  controlling  the  illicit  use  of  LSD  and 
at  this  moment  State  officials  are  pow'erless  to 
deal  with  the  problem  at  all.-’  Connecticut  is 
somewhere  in  between.  It  relegates  control  of  LSD 
in  the  Division  of  Consumer  Protection.  This 
agency  is  obviously  confronted  with  an  incompati- 
ble combination  of  responsibilities.  Apparently  the 
Law  is  trying  with  questionable  success  to  regu- 
late and  control  the  illicit  use  of  these  drugs.  Be- 
cause of  the  urgency  of  the  situation,  legislative 
expedience  has  replaced  careful  consideration  of 
the  many  and  complex  issues  involved. 

College  officials  are  also  beginning  to  act  in 
their  way.  They  are  beginning  to  realize  the  need 
for  control  of  these  dangerous  substances.  Dean 
Monro  of  Harvard  issued  a statement  “if  a student 
is  stupid  enough  to  misuse  his  time  here  fooling 
around  with  illegal  and  dangerous  drugs  ...  he 
should  leave  college  and  make  room  for  people 
prepared  to  take  good  advantage  of  the  college 
opportunity.’’  This  statement  mentioned  above  was 
accompanied  by  a full  and  excellent  outline  of  the 
medical  risks  involved  prepared  by  Dr.  Dana  L. 
Farnsworth.  Whether  this  kind  of  warning  of  the 
drug  danger  will  fare  any  better  than  all  the  warn- 
ings on  the  dangers  of  smoking  to  health,  remains 
to  be  seen.  It  is  probably  too  simplistic  to  believe 
that  the  causes  of  drug  addiction  are  so  superficial 
that  warnings  such  as  that  of  Dean  Monro  will 
have  any  significant  impact  on  the  alarming 
spread  of  LSD. 

L.H.N. 
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He  leaves  to  make 
an  urgent  call 
But  doesn’t  use 

the  phone  at  all 

Parepectolin  for  quick  relief  of  acute  diarrhea 
...soothes  colicky  pain  with  paregoric 
...consolidates  fluid  stools  with  pectin 
...adsorbs  irritants  with  kaolin,  and  protects 
intestinal  mucosa 


Whether  it’s  a 24-hour  “bug”,  a food  problem, 
or  simply  nervousness  and  anxiety,  Parepectolin 
will  bring  the  diarrhea  under  control  until  etiol- 


ogy can  be  determined.  In  some  cases,  Parepec- 


Each  fluid  ounce  of  creamy  white  suspension  contains: 

Paregoric  (equivalent) (1.0  dram)  3.7  ml. 

Contains  opium  (%  grain)  15  mg.  per  fluid 
ounce. 


warning:  may  be  habit  forming 

Pectin (2V-  grains)  162  mg. 

Kaolin  (specially  purified) (85  grains)  5.5  Gni. 

(alcohol  0.69%) 

Usual  Adult  Dose:  One  or  two  tablespoonfuls  three 
times  daily. 


WILLIAM  H.  RORER,  INC. 

Fort  Washington,  Pa. 


Volume  31,  No.  10 


689 


Fertility  Issue 

Introduction 

Rohkri  H.  C>i,ass,  M.D.,  (Utest  Editor 

The  last  decade  has  witnessed  a marked  improvement  in  our  ability  to  treat  certain  types  of  infertil- 
ity. Prior  to  1958  the  anovulatory  woman  had  little  chance  of  conceiving  despite  treatment  with  a wide 
range  of  medications.  In  1958  Ciemzell,  Diczfalusy  and  Tillinger  introduced  the  use  of  human  pituitary 
extract  to  induce  ovulation  in  women.  Since  that  time  numerous  pregnancies  have  been  achieved  through 
the  use  of  either  human  pituitary  extract  or  human  menopausal  gonadotropin  extracted  from  the  urine. 
In  addition,  a synthetic  product,  clomiphene  citrate  has  been  extensively  utilized  in  the  treatment  of 
anovulation. 

Progress  also  has  been  made  in  other  areas  of  infertility  during  the  past  ten  years.  It  has  been  shown 
that  there  are  cases  of  otherwise  unexplained  infertility  which  may  be  due  to  spermatozoal  antibodies 
that  are  found  in  the  serum  ol  some  infertile  women.  In  a number  of  these  cases  the  antibody  titer  may 
be  reduced  by  appropriate  treatment  with  resultant  increased  chance  of  pregnancy. 

Treatment  of  male  fertility  is  still  a difficult  problem.  Attempts  to  raise  sperm  counts  by  use  of  gona- 
dotropins, clomiphene  or  steriods  have  not  produced  consistant  results.  However,  a number  of  infertile 
men  with  varicoceles  have  produced  pregnancies  after  varicocelectomy. 

In  this  issue  of  “Connecticut  Medicine,”  we  have  reviewed  some  of  the  current  concepts  in  fertility 
with  emphasis  on  the  more  recent  developments.  Despite  the  gains  of  the  last  decade,  there  are  still  a 
number  of  couples  who  do  not  achieve  a pregnancy.  The  physicians  ability  to  help  these  couples  will  be 
enhanced  by  a clear  view  of  the  adoption  facilities  available  in  the  .State  of  C^onnecticut  and  these  are 
outlined  in  the  article  by  Mr.  Nathan  .Sklar. 

I would  like  to  thank  all  the  contributors  to  this  issue  who  have  so  willingly  shared  the  benefits  of 
their  experience. 


Investigation  Of  The  Infertile  Couple 


Robert  H.  Glass,  M.D. 

■ The  aims  of  an  infertility  investigation  should 
be  twofold,  d'he  first  is  to  discover  and  to  treat 
the  factors  interleritig  with  fertility.  However,  only 
.50-40  per  cent  of  couples  attending  tin  infertility 
clinic  achieve  a pregnancy  and  therefore  it  is  im- 
portant to  consiiler  what  can  be  accomplished  for 
the  remaining  (iO-70  per  cent  who  will  remain  in- 
fertile. The  aim  lor  this  latter  group  is  to  provide 
them  with  a thorough  evaluation  and  sympathetic 
counsel  so  that  they  are  able  to  plan  for  a future 
widch  may  incltide  adoption  of  children.  Both 
these  aims  of  an  iidertility  investigation  can  be 
tuhieved  by  ;i  systematic  stiuly  of  the  reproduc- 
tive potential  of  the  male  and  the  female  partner. 

Usitally  the  lemale  will  initiate  the  stiuly  by 
consulting  a doctor  who  should  assume  responsi- 
bility for  the  conduct  of  the  overall  investigation. 
If  this  doctor  is  a gynecologist  he  may  feel  that 
the  major  jrortion  of  the  evalutition  of  the  male 
should  be  jrerformed  by  a urologist  interested  in 
infertility. 


.\t  the  time  of  the  first  interview,  the  patient 
should  be  told  abotit  the  specific  procedures  that 
will  be  performed  and  cautioned  that  a thorough 
investigation  may  require  several  months.  At  the 
Vale  Iidertility  Clinic  the  patient  is  given  a printed 
lorm  which  brief ly  discusses  the  major  diagnostic 
tests  used  in  an  infertility  workup.  This  instruc- 
tion sheet  is  used  to  sujtplement,  not  to  replace, 
the  dcrctor’s  discussion. 

History  And  Physical  Examination 

A complete  personal  and  family  history  should 
lie  obtained  with  emphasis  placed  on  those  areas 
pertinent  to  reproduction.  44ie  length  of  time  that 
the  couple  has  practiced  unprotected  sexual  rela- 
tions should  be  noted.  As  ;i  rule,  lailtne  to  con- 
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ceive  after  one  year  of  unprotected  relations  is 
considered  justification  for  the  initiation  of  an 
infertility  investigation.  Infrequent  occurrence  of 
relations  may  be  a cause  of  infertility.  A frequency 
of  2-3  times  a week  is  considered  adequate  ex- 
posure. Problems  such  as  impotence  may  be  un- 
covered during  the  recording  of  the  history. 

A history  of  pelvic  inflammatory  disease,  tuber- 
culosis or  appendicitis  suggests  that  tubal  disease 
or  pelvic  adhesions  may  be  a significant  factor. 
Anovulation  is  often  marked  by  irregular  menses. 

It  is  well  to  inquire  whether  the  patient  has 
undergone  a previous  infertility  investigation.  Un- 
necessary diqjlication  of  tests  can  Ire  avoided  by 
obtaining  the  records  of  previous  workups. 

The  physical  examination  shoidd  check  all  body 
systems  and  the  doctor  should  be  alert  to  discover 
abnormalities  which  are  unrelated  to  the  primary 
complaint  of  infertility. 

It  has  been  onr  policy  to  obtain  Papanicolaou 
smears  from  all  patients  but  in  the  infertility  popu- 
lation of  relatively  young,  largely  nulliparous 
women  the  ntimber  of  positive  smears  will  be 
quite  small,  d'he  patient’s  urine  is  tested  for  sugar 
and  protein.  Either  a hemoglobin  or  hematocrit 
is  obtained.  If  there  is  evidence  by  history  or 
physical  examination  that  the  patient  has  had 
pelvic  inflammatory  disease  a serology,  white 
blood  cell  count  and  sed  rate  is  also  obtained. 
It  has  not  been  our  policy  to  routinely  order 
chest  X-rays  on  every  patient.  A chest  film  is 
ordered  if  there  is  a history  of  The  contact  or 
if  the  patient  comes  from  an  area  where  tidter- 
culosis  is  a significant  problem. 

Basal  Body  Temperature 

During  the  first  visit  the  patient  is  instructed 
in  the  method  for  recording  her  basal  body  tem- 
perature (BBT)  . She  is  provided  with  charts  lor 
recording  the  temperature  and  in  addition  is  told 
to  record  any  changes  in  her  daily  routine  such 
as  illnesses.  Vaginal  bleeding  and  occurrence  of 
sexual  relations  shoidd  be  noted  on  the  charts. 
The  temperature,  which  must  be  recorded  on 
awakening  and  prior  to  any  activity,  can  be  ob- 
tained with  an  ordinary  oral  or  rectal  thermometer 
or  with  specialized  thermometers  which  cover 
only  a few  degrees  and  therefore  are  easier  to 
read.  A rise  of  0.6°F.  or  more  at  the  midcycle, 
sustained  for  10-14  days  prior  to  menses,  is  strong- 
ly suggestive  of  ovulation  in  that  cycle.  A review 
of  the  charts  of  3-4  months  will  allow  the  doctor 
to  confirm  that  sexual  relations  are  occurring  in 
proximity  to  the  time  of  ovulation.  It  is  well  to 
discourage  patients  from  having  sexual  intercourse 
dictated  by  the  temperature  chart.  The  rise  in 
temperature  is  only  an  approximate  guide  to 
ovulation  which  may  in  fact  occur  48-72  hours 


prior  to  the  rise.  Exposure  2-3  times  a week  over 
the  course  of  a number  of  months  will  usually 
provide  a few  opportunities  for  optimal  matching 
of  ovulation  and  intercourse.  If  the  BBT  is  bi- 
phasic  over  a 3-4  month  period  and  ovulation  is 
also  suggested  by  endometrial  biopsy  then  the 
patient  may  discontinue  the  recording  of  her  tem- 
peratures. 

Semen  Analysis 

A semen  analysis  shoukl  be  jierformed  at  the 
onset  of  an  infertility  investigation.  The  specimen 
is  best  obtained  by  masturbation  into  a clean 
wide  mouthed  jar,  and  the  analysis  should  be 
performed  within  3-4  hours.  A sperm  count  above 
20,000,000/cc  is  within  the  normal  range.  A sperm 
count  below  this  figure  may  be  associated  with 
successful  pregnancies  but  statistically  the  chances 
of  pregnancy  are  poorer  than  with  higher  counts. 
Sperm  motility  is  even  more  important  than  the 
sperm  count. ^ Forty  per  cent  or  more  of  the 
sperm  should  be  progressively  motile.  Poor  sperm 
motility  may  be  caused  by  a varicocele  of  the 
testes  which  is  amenable  to  surgical  treatment. 
Abnormal  sjrerm  morphology  may  be  a cause  of 
infertility.  Semen  volume  greater  than  6 cc  or  less 
than  2 cc  may  contribute  to  infertility.  The  for- 
mer may  be  treated  by  artificial  insemination 
using  split  ejacidates.  The  ejaculate  is  collected 
by  masturbation  in  2 separate  jars.  The  jar  con- 
taining the  higher  sperm  density  is  used  for  in- 
seminatino  the  women. 

O 

Any  abnormality  of  the  initial  semen  analysis 
should  be  confirmed  by  examination  of  a second 
specimen  obtained  after  three  days  of  continence. 
Repeated  abnormalities  of  the  semen  suggest  the 
need  for  a thorough  urological  investigation. 

Tubal  Patency 

Tubal  patency  tests  should  be  performed  dur- 
ing the  proliferative  stage  of  the  menstrual  cycle, 
2-4  days  after  the  cessation  of  the  menstrual  flow. 
A test  performed  at  mid-cycle  introduces  the 
theoretical  risk  of  blowing  a fertilized  ovum  out 
of  the  tube  into  the  peritoneal  cavity.  Tests  per- 
formed in  the  seaetory  phase  of  the  cycle  must 
contend  with  a thickened  endometrium  which  may 
occlude  the  tubal  opening  into  the  endometrial 
cavity  and  thus  produce  a false  impression  of 
tubal  closure. 

The  three  commonly  used  tests  for  tubal  pat- 
ency are  the  Ridiin’s  test,  hysterosalpingography, 
and  dye  insnfflation  of  the  tubes  under  ciddo- 
scopic  visualization.  The  Rnbin’s  test  utilizing  CO2 
is  the  least  accurate  of  the  three.  Failure  of  passage 
of  gas  may  be  caused  by  tubal  spasm  rather 
than  tubal  pathology.  However  the  simplicity  of 
the  test  warrants  its  continued  use  as  a primary 
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screening  lest  lor  tubal  patency.  The  cervix  is 
wiped  clean  with  acpieous  blue  /ephirin  and  a 
cannula  litted  with  a rubber  olive  near  the  tip 
is  inserted  into  the  lower  cervical  canal.  The 
cannula  is  (onnected  to  a CX)^  insulllation  device 
and  a kyinogra])h.  I'lie  gas  is  slowly  turned  on 
until  it  is  llowing  at  a rate  ol  .HO  cc/ininute.  I'lie 
(X)o  should  How  through  jiatent  tubes  at  a jires- 
sure  between  80-120  min.  Hg.  It  may  be  neces- 
sary to  raise  the  pressure  to  200  mm.  for  a brief 
period  to  overcome  tubal  s])asni,  at  which  point 
the  pressure  will  drop  to  80-120  mm.  Evidence 
ol  patency  in  addition  to  that  shown  by  the  pre.s- 
sure  recordings  can  be  obtained  by  listening  with 
a stethoscope  over  the  lower  abdomen  for  the 
bubbling  noise  created  as  the  gas  Hows  out  of 
the  tubes.  .Shoulder  pain  experienced  by  the 
patient  when  she  sits  up  at  the  completion  of  the 
test  is  suggestive  evitlence  that  CX)o  has  entered 
the  ])eritoneal  cavity.  This  very  valuable  sign  of 
tubal  jiatency  is  lost  when  the  lest  is  performed 
under  general  anaesthesia.  Our  practice  has  been 
to  jierlorm  the  Rnbin’s  test  as  an  office  procedure. 
Failure  of  CX)o  passage  indicates  the  need  for  fur- 
ther diagnostic  investigation  of  tubal  patency. 

1 lysterosalpingogram  using  etbiodized  oil*  is  best 
perlornied  with  the  aid  of  Huoroscopic  visualiza- 
tion with  an  image  intensifier.  ,\  21  hour  follow- 
up X-ray  Him  is  extremely  helpful  in  diagnosing 
tubal  ])athology  and  pelvic  aclhesions.  Roth  acl- 
hesions  and  limbrial  occlusion  of  the  tid)e  may 
produce  pooling  of  dye  on  the  2-1  hour  film  in 
contrast  to  the  homogenous  distribution  of  dve 
found  in  a normal  pelvis.  \Vilh  the  use  of  an 
image  intensifier  no  more  than  five  X-ray  films 
should  be  necessary  for  adetpiate  evaluation.  The 
common  practice  of  taking  multiple  oblique  and 
stereoscopic  views  adds  little  to  the  diagnostic 
value  ol  the  hystcrosalpingogram  and  subjects  the 
|)atient  to  added  radiation. 

Roth  CX)o  insidllation  and  hysterosalpingography 
may  give  erroneous  results.  Ruxton  and  .Soulham 
rejKM  ted  that  8 of  71  |)atients  in  whom  lid)al 
( losure  tvas  indicated  by  both  tests  became  preg- 
nant without  surgical  treatment.  Recause  of  this 
possibility  of  error  a decision  for  tubal  ])lastic 
surgery  should  be  made  only  alter  ciddoscopic 
examination  ol  the  pelvis  has  confirmed  the  di- 
agnosis ol  tubal  pathology.  At  the  time  of  cid- 
doscopy  indigo  carmine  is  injected  into  the  cervi- 
cal canal  and  the  passage  of  dye  through  the 
tubes  is  noted,  k'low  of  the  dye  from  the  distal 
end  ol  the  tube  is  proof  ol  patency.  However, 
even  this  procedure  may  result  in  an  error  in 
diagnosis.  On  occasion  no  dye  is  seen  to  flow 

* F.thinclol— E.  Foiigcra  and  Co.,  Inc.  Hicksville.  Long 
Island,  \.  V. 


Irom  the  tubes  but  at  laparotomy  the  tubes  are 
found  to  be  patent. 

d'he  residts  of  surgical  treatment  of  occluded 
tubes  have  been  disappointing.^  Cases  in  which 
the  pathology  is  peritubal  adhesions  and  in  which 
the  tubes  are  intrinsically  normal  offer  the  best 
[prognosis. 

Post  Coital  Test 

The  ])ost  coital  test  (R.C.T.)  prervides  informa- 
tion concerning  both  the  female  and  the  male 
partner  in  an  infertility  investigation.  The  P.C.T. 
shoidd  be  perlornied  at  mid-cycle  because  the 
cervical  mucus  is  most  abundant  at  the  time  of 
ovulation.  I’he  woman  is  instructed  to  remain  in 
bed  lor  .80  minutes  following  sexual  relations  and 
to  relrain  from  taking  a post  coital  douche.  It 
should  be  noted  that  women  desirous  of  jireg- 
nancy  should  always  avoid  immediate  post  coital 
douching.  Eight  to  sixteen  hours  after  sexual  re- 
lations a specimen  ol  endocervical  mucus  is  re- 
moved with  the  aid  of  a nasal  polyp  forceps. 
Ovulatory  mucus  is  clear,  thin  and  can  be  stretched 
out  to  a length  greater  than  10  cm.  (spinnbarkeit) . 
d hi(  k,  tenacious,  cloudy  mucus  containing  an 
abundance  of  white  blood  cells  indicates  either 
that  the  s])ecimen  has  not  been  obtained  near 
the  time  of  ovulation  or  that  there  is  an  infection 
of  the  endocervical  glands.  If  repeated  P.C.T. 
show  poor,  thick  mucus  despite  evidence  of  ovu- 
lation, the  patient  should  be  treated  with  diethyl- 
stilbestrol  0.1  mg.  daily  for  3-4  months.  The 
estrogenic  stimulation  will  increase  the  amount  of 
cervical  mucus  and,  in  the  process,  often  decrease 
its  viscosity  and  cellularity.  Failure  to  respond 
to  the  treatment  can  often  be  overcome  by  in- 
creasing the  dosage  of  diethylstilbestrol  to  0.2 
mg.  daily.  These  dose  levels  are  lower  than  those 
which  Avill  inhibit  o\ulation.  Lack  of  response  to 
diethylstilbestrol  suggests  the  presence  of  cervical 
infection  which  is  often  difficult  to  cure.  The 
most  widely  used  thera]>y  is  the  vaginal  instilla- 
tion of  antibiotic  creams  following  determination 
of  the  bacterial  flora  by  cervical  cultures.  Elec- 
trocauterization ol  the  cervix  should  be  used  only 
in  relractory  cases  and  then  used  only  superficial- 
ly to  avoid  destruction  of  the  cervical  glands. 

I'he  interpretation  of  the  male  factor  in  the 
P.C.T.  is  sidqect  to  greater  variability.  There  has 
been  disagreement  as  to  what  constitutes  a “good” 
P.C.'E.  and  estimates  range  from  one  motile  sperm 
per  high  power  field  (HFF)  to  over  20  motile 
sperm/ HPF.  In  our  experience  a P.C.T.  which 
contains  1-20  motile  sperm/HPF  merely  indicates 
that  the  couple  is  having  adequate  coitus  and 
that  the  husband  is  not  azospermic.-  .At  this  level 
the  number  of  sperm  present  in  the  P.C.T.  do 
not  provide  an  indication  of  the  sperm  count. 
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I However,  in  our  series,  a P.C.T.  containing  over 
I 20  motile  sperm/HPF  was  invariably  associated 
with  a sperm  count  above  20,000, 000/cc  and  it 
is  only  in  these  cases  containing  over  20  sperm/ 
j HPF  that  a semen  analysis  can  be  safely  omitted. 

1 P.C.T.  which  contains  no  sperm  on  repeated 
occasions  suggests  azospermia  or  failure  to  achieve 
intromission.  A semen  analysis  will  diagnose  the 
former  and  the  presence  of  an  intact  hymen  will 
suggest  the  latter  diagnosis.  In  addition  there  are 
rare  cases  of  failure  of  the  ejacidatory  mechanism 
despite  adequate  intromission  and  cases  of  retro- 
grade ejaculation  into  the  bladder.  Both  these  con- 
ditions require  the  consultation  of  a urologist. 

Patients  have  become  pregnant  in  the  same 
cycle  in  which  they  had  a P.C.T.  which  con- 
tained no  sperm. 1 This  again  emphasizes  the  need 
to  interpret  the  P.C.T.  with  caution. 

Endometrial  Biopsy 

Endometrial  biopsy  provides  the  most  reliable 
indirect  evidence  of  ovulation.  The  optimal  tim- 
ing of  the  biopsy  has  been  disputed.  A biopsy 
performed  a few  days  before  the  expected 
menstrual  period  generally  provides  excellent 
tissue  for  histologic  study.  However  premenstrual 
biopsies  run  the  risk  of  interfering  with  an  early 
pregnancy  and  therefore  some  advocate  taking  the 
biopsy  on  the  first  day  of  the  menstrual  flow. 
Tissue  obtained  at  the  onset  of  flow  is  often 
more  difficult  to  interpret  because  of  the  disrup- 
tion caused  by  menstrual  changes.  Waiting  for 
the  onset  of  bleeding  before  taking  a biopsy  may 
not  always  protect  against  the  possibility  of  in- 
terriq^ting  a pregnancy.  It  is  well  knotvn  that 
there  may  be  some  bleeding  at  the  time  of  an 
expected  menstrual  period  during  the  course  of 
an  early  pregnancy.  Another  difficulty  with 
menstrual  biopsies  is  that  the  onset  of  flow  may 
occur  at  a time  when  it  is  inconvenient  for  either 
the  doctor  or  the  patient  to  obtain  a biopsy.  It 
has  been  the  policy  at  the  Yale  Infertility  Clinic 
to  do  premenstrual  endometrial  biopsies  2-5  days 
before  the  anticipated  menses.  A recent  review  of 
our  experience  showed  that  patients  biopsied  dur- 
ing the  cycle  in  which  they  became  pregnant  had 
no  higher  abortion  rate  than  what  is  reported  for 
the  infertility  population  as  a whole.  This  problem 
can  be  avoided  entirely  by  suggesting  that  the 
patient  use  mechanical  contraception  during  the 
month  in  which  the  biopsy  is  to  be  obtained. 

Prior  to  inserting  the  biopsy  cnret  a bimanuel 
examination  should  be  performed  primarily  to  de- 
termine the  position  of  the  uterine  fundus.  A 
single  tooth  tenaculum  is  applied  to  the  anterior 
lip  of  the  cervix.  In  some  cases  of  marked  an- 
teversion  it  may  help  to  straighten  the  uterine 
axis  if  the  tenaculum  is  applied  to  the  posterior 


lij).  The  cnret  is  then  passed  through  the  cervix 
and  a single  strip  of  tissue  is  obtained  from  high 
on  the  anterior  fundal  wall.  Tissue  obtained  from 
the  lower  uterine  segment  will  not  reflect  accu- 
rately hormonal  influences.  The  endometrial  tissue 
should  be  placed  immediately  in  Bonin’s  solution. 
Biopsies  are  performed  in  the  office  and  only 
rarely  is  it  impossible  to  obtain  a specimen.  In 
cases  where  there  is  some  difficidty  in  passing 
the  cnret  it  is  helpful  to  do  a paracervical  block. 
The  use  of  a D and  C to  obtain  tissue  for  dating 
of  the  endometrium  is  seldom  if  ever  required. 

The  endometrial  biopsy  provides  information 
beyond  the  question  of  whether  ovulation  has  oc- 
curred. Secretory  endometrium  may  be  present 
but  its  stage  of  develojjinent  may  be  out  of  phase 
with  the  date  of  the  cycle.  If  repeated  biopsies 
show  that  the  endometrium  lags  2 or  more  days 
behind  the  picture  expected  for  that  date  then  a 
diagnosis  of  inadecjuate  luteal  phase  can  be 
made.‘‘  Treatment  consists  of  progesterone  or  a 
progestational  compound  (Provest*  one  tablet  dai- 
ly) for  eight  days  starting  three  days  after  the 
low  point  in  the  basal  body  temperature. 

The  reader  is  referred  to  the  article  by  Dr. 
Kase  in  this  issue  for  a complete  discussion  of 
the  investigation  and  treatment  of  anovulation. 

Spermatazoal  Antibodies 

A test  for  the  presence  of  agglutinating  anti- 
bodies to  sperm  in  the  serum  of  infertile  women 
has  now  become  part  of  the  routine  investigation 
performed  in  our  clinic.  For  a complete  discus- 
sion of  this  topic  the  reader  is  referred  to  the 
article  by  Dr.  Olson  in  this  issue. 

Culdoscopy 

No  infertile  couple  should  be  told  that  they 
are  free  of  pathology  until  a ciddoscopy  has  been 
performed.  In  a series  of  97  patients  from  our 
clinic  in  whom  no  cause  of  infertility  coidd  be 
found  culdoscopy  led  to  a diagnosis  in  37  per 
cent.  In  most  .series  endometriosis  and  pelvic  ad- 
hesions are  the  two  most  common  unsuspected 
diagnoses  revealed  by  culdoscopy.  It  is  now  our 
practice  to  suggest  culdoscopy  to  all  patients  who 
do  not  conceive  within  six  months  of  the  com- 
pletion of  an  infertility  work-up  which  reveals  no 
abnormalities.  Ciddoscopy  is  performed  even 
earlier  if  the  patient  has  an  abnormal  hystero- 
salpingogram.  The  fertility  potential  of  the  hus- 
band is  evaluated  prior  to  culdoscopy  and  the 
procedure  is  not  indicated  if  the  husband  is 
azospermic,  or  severely  oligosjiermic. 

In  almost  all  instances  the  patients  are  pre- 
pared for  laparotomy  in  case  the  culdoscopy 
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should  reveal  abnormalities  that  can  be  treated 
surgically.  Culdoscopy  is  perlortned  rvith  the  aid 
ol  either  para-cervical  block  or  contitiiious  con- 
cluctioti  anaesthesia.  'Fhere  are  two  advantages  to 
the  itse  ol  paracervical  block.  It  the  ctilcloscopy 
shows  a normal  pelvis  the  patient  may  leave  the 
hosidtal  the  same  day.  It  surgery  is  recptired  it 
can  be  perlormed  under  genera!  anaesthesia  with- 
out the  complicating  tactor  ot  a simultaneous  con- 
duction anaesthetic,  .\lternatively  it  is  possiltle  with 
continuous  conduction  atiaesthesia  to  raise  the 
level  ot  the  anaesthetic  so  that  it  will  be  sullicient 
tor  the  laparotomy. 

Dining  culdoscopy  iucligo  carniitie  is  injected 
through  the  ceivix  to  test  tor  tubal  patency. 

Complications  ol  culdoscopy  are  inlrecpient. 
Rectal  |)erforation  occurs  in  1-2  per  cent  ol  ca.ses 
but  in  the  author’s  experience  this  has  never 
catisetl  morbidity.  Delayed  bleeding  Irom  the 
vaginal  jjuncture  site  is  easily  controlled  by  a ligure 
ot  eight  suture.  Rarely  bleeditig  may  be  caused 
when  a pcaorly  placed  tiochar  causes  trauma  to 
the  i>osterior  surtace  ot  the  uterus. 

Itiability  to  itisert  the  culclosco])e  itito  the 
peritoneal  cavity  usitally  signities  dense  pelvic  ad- 
hesions and  is  iti  itselt  an  indication  for  surgery. 

'I'he  view  through  the  ctilcloscope  may  not  al- 
ways correspond  to  that  which  is  seen  at  surgery. 
.Stuermer  reported  that  5.9  per  cent  of  culdoscopy 
diagtioses  cottld  not  be  verified  at  laparotomy. 
I bis  figure  should  not  detract  frcrni  the  established 
valtie  ot  culdoscopy  in  the  investigation  of  in- 
fertility. 

Psychological  Factors 

rite  relatiotiship  between  the  central  neivous 
system  atid  rejtroditc  tion  has  been  convincingly 
demonstrated  in  lower  animals.  Cfonadotropiti  re- 
leasing factors  that  control  pituitary  .secretioti  have 
been  isolated  from  the  hypothalamus  ot  a number 
ot  species.  External  stimuli  sttch  as  light  may 
exert  itilluence  on  the  estrous  cycle  through  the 
mediation  ert  the  pineal  gland. 

In  man  there  are  psychological  derangcmetits 
which  can  interfere  with  rejjrochiction.  Impotence 


and  hy|)othalamic  amenorrhea  are  the  two  most 
obvious.  There  are  a nttmber  of  case  reports  in 
the  literature  claiming  cures  ot  infertility  by  the 
use  of  psychotherapy'^  However  it  is  still  un- 
ktiown  how  often  ittiexplained  infertility  may  be 
secondary  to  psychological  factors.  Buxton  and 
■Southam  reported  that  6 per  cent  of  the  preg- 
nancies in  their  grotip  of  patients  occurred  be- 
tween the  time  the  women  phoned  the  clinic  for 
an  appointment  and  their  first  visit.  Sixteen  per 
cent  of  the  pregnancies  occurred  within  one  month 
of  the  first  clinic  visit.  Buxton  and  Southam  sug- 
gest that  this  represents  evidence  of  the  infltience 
erf  psychological  factors  on  fertility. 

The  doctor  handling  inlertility  jrroblems  mtist 
be  alert  to  the  psycholcrgical  problems  of  his  pa- 
tients but  he  must  also  realize  that  the  vast  ma- 
jority of  infertility  patients  are  as  adequately  ad- 
justed as  their  more  fertile  neighbors. 

Ehere  are  many  unanswered  problems  in  the 
field  of  infertility.  Many  couples  will  go  through 
life  without  conceiving  in  spite  of  being  appar- 
ently normal.  Our  deficiencies  in  knowledge 
should  not  dissuade  ns  from  offering  each  couple 
desirous  erf  pregnancy  the  very  best  care  available. 
I'his  lecjuires  that  each  couple  receive  a syste- 
matic, complete  investigation  of  the  reproductive 
potential  of  both  the  male  and  the  female  partner. 
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Medical  Induction  Of  Ovulation  In 
Anovulatory  Infertility 


■ As  a result  of  investigations  culminating  in 
clinical  trials  carried  out  over  the  past  decade, 
the  fundamental  mechanisms  of  ovulation  in  the 
human  female  have  come  under  direct  therapeutic 
control.  The  efficacy  of  a variety  of  contraceptive 
hormonal  regimens  attests  to  the  precision  of  our 
understanding  of  ovulation  physiology.  Equally  sig- 
nificant is  the  fact  that  stimulation  of  ovulation 
by  medical  means  is  also  a clinical  reality.  In  the 
absence  of  correctable  disease  to  which  anovula- 
tion is  secondary,  for  the  first  time  the  responsible 
physician  can  do  more  than  temporize  while  hope- 
fully awaiting  the  spontaneous  return  of  normal 
function.  However,  the  usefulness  of  ovulation  in- 
ducing drugs  may  be  severely  limited  unless  the 
hazards  of  their  application  are  minimized  or 
avoided.  This  report  summarizes  the  Yale-New 
Haven  methods  and  results  of  Clomid  and  Per- 
gonal therapy  of  anovulatory  infertility.  During  the 
years  of  drug  evaluation,  criteria  for  patient  selec- 
tion and  a program  of  drug  administration  have 
been  evolved  which  reduces  side  effects  to  a 
clinically  acceptable,  though  not  optimal  fre- 
quency and  yet  retains  a high  success  rate  in 
terms  of  induced  pregnancies. 

Clomid 

This  recent  approved  drug,  2-P- (2-chloro-l-2 
dyphenyl  vinyl)  phenoxytriethylamine  dihydrogen 
citrate,  supplied  by  William  S.  Merrell  Company 
has  been  used  in  over  one  hundred  cases  of  an- 
ovulatory infertility  in  this  clinic.  A detailed  de- 
scription of  its  use  in  81  cases  is  the  subject  of 
a forthcoming  report.  After  thorough  diagnostic 
workup  absence  or  insufficient  frequency  of  ovu- 
lation was  the  only  discernible  cause  of  infertility. 
Because  underlying  pathology  could  not  be  veri- 
fied, the  patients  were  classified  symptomatically: 

1.  oligo-amenorrhea:  52  patients  had  prolonged 
intermenstrual  intervals  (from  42  days  to  six 
months)  . The  reduced  frecjuency  of  ovulation  was 
considered  incompatible  with  ease  of  conception. 

2.  amenorrhea:  22  patients  had  absent  menses 
for  longer  than  six  months  (6  months  to  eight 
years)  . A single  case  of  primary  amenorrhea  was 
included. 

3.  inappropriate  lactation  syndromes:  seven  pa- 
tients (one  del  Castillo  syndrome,  six  Chiari- 
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Frommel  patients)  were  treated.  None  had  de- 
monstrable central  nervous  system  disease. 

Initial  workup  ruled  out  thyroid,  adrenal  or 
organic  CNS  clisease.  Isolated  pituitary-ovarian 
dysfunction  of  varying  severity  was  the  basic  de- 
fect in  these  cases.  Sixty  patients  had  biologic 
evidence  of  estrogen  production.  In  15  cases  with- 
out estrogen,  ten  had  undetectable  urinary  gona- 
dotropins. No  case  of  ovarian  failure  was  treated. 
Prior  unsticcessful  treatment  indtuled  cortisone  or 
derivatives  (29  ^^^tients) , wedge  resection  of 
ovaries  (nineteen),  cyclic  estrogen  and/or  proges- 
tin (38)  and  long  standing  thyroid  treatment  (16 
cases)  . 

Initial  Clomid  treatment  consisted  of  50  mgm. 
(one  tablet)  daily  for  three  or  five  days  depend- 
ing on  the  amount  of  estrogen  activity  present 
and  ovarian  size.  In  the  event  of  preceding 
menses,  the  drug  was  administered  starting  day 
five  of  the  cycle.  Amenorrheic  individuals  re- 
ceived cyclic  induction  of  menses  preliminary  to 
Clomid.  If  menses  or  ovulation  was  not  achieved 
in  the  first  three  treatments,  dosage  was  increased 
monthly  to  a maximum  of  150  mgm.  daily  for 
five  days.  Prior  to  each  course,  patients  were 
checked  for  side  effects  and  residual  ovarian  en- 
largement. Basal  body  temperature  charts  were 
kept  throughotit  treatment.  After  a pattern  of  dose 
dependent  ovulation  was  established,  patients 
were  instructed  in  appropriate  timing  of  inter- 
course. 

Of  346  treatment  cycles,  149  or  43  per  cent 
were  ovidatory.  60.5  per  cent  patients  ovulated 
at  least  once  on  medication.  Twenty-three  preg- 
nancies occurred  in  21  patients.  Twenty-six  per 
cent  of  patients  became  pregnant  on  therapy. 
However,  the  per  cent  of  induced  pregnancies 
per  induced  ovulatory  cycles  was  15.4  per  cent. 
Significantly  the  greatest  success  occurred  in  the 
first  three  treatment  cycles.  Furthermore,  twenty 
pregnancies  were  in  the  oligo-amenorrheic  group. 
All  but  one  pregnancy  occurred  in  women  with 
biologic  presence  of  estrogen  production  prior  to 


1)R.  NATHAN  KASE,  Associate  Professor,  Department  of 
Obstetrics  and  Gynecology,  Yale  University  School  of  Medi- 
cine, New  Haven,  Connecticut. 


Volume  31,  No.  10 


695 


tlierapy.  Cloniid  success  was  incleiJemlent  of  pre- 
vious failure  with  other  modalities. 

Timing  of  ovulation  lollowing  a Cdotnid  course 
was  consistent  for  each  patietit.  While  the  in- 
terval between  stopping  drug  and  ovulation  ranged 
from  zero  to  three  weeks,  90  per  cettt  cd  ovula- 
tions were  tioted  betweeti  7 and  I I days  after 
Cdomid  administration. 

No  multiple  births  (though  about  10  per  cent 
was  expected-)  or  congenital  anomalies  have  ap- 
peared in  this  .series  to  date.  Abort ioti  incidetice 
(two)  has  also  been  surprisingly  low. 

The  major  side  effect  of  treatment  has  beeti 
ovarian  enlargetnettt,  either  imilateral  or  bilateral, 
greater  than  0 cm.  diameter,  which  appeared  in 
seven  patients.  In  none  was  hospitalization  re- 
ejuired  for  ]>aiti  or  rupture.  However,  the  presence 
of  this  leaction  indicated  possible  hypersensitivity 
and  subseejuent  dosage  was  either  postponed  oi 
not  increased.  Other  effects  included  vascjinotor 
symptoms,  bloating  and  breast  tenderness.  'These 
were  sporadic  atul  did  not  necessitate  dose  modi- 
fication by  their  pre.sence. 

On  the  basis  of  these  results  and  enher  re- 
])orts'’”®  Clomicl  appears  to  be  a relatively  safe, 
easily  administered  and  well  tolerated  medication 
which  in  about  bO  per  cetit  of  anovulatory  pa- 
tients may  be  expected  to  induce  more  frec|uetit 
and  predictable  ovulatory  cycles.  Better  than  one 
cjuarter  of  jtatients  will  become  pregtiant  on 
therapy.  'The  drug  appears  to  be  especially  use- 
lul  in  women  with  medically  uncomplicated  oligo- 
ovidatory  infertility  with  sufficient  residual  pitui- 
tary-ovarian activity  to  produce  estrogeti. 

Followu])  of  Clomicl  failures  jjrovides  interest- 
ing data.  Twetity-two  Clomicl  failnrcs  (lack  of 
jnegnancy)  subsecpiently  received  human  meno- 
pausal gonadotropin  therapy.  T’welve  became 
pregnant  on  HM(i,  five  are  currently  in  therapy 
and  five  failed  despite  HMCi.  HMCi  success  was 
itidependetit  ol  previous  responsivetiess  to  Clomicl 
as  six  patients  became  jnegtiant  on  HMG  despite 
being  totally  anovulatory  with  Clomicl.  Interest- 
ingly, five  wedge  resections  jjerlormed  following 
unsuccesslul  Clomicl  have  yielded  pregnancy  in 
two  aticl  regular  spontaneous  ovulations  in  the 
remainder. 

HMG-HCG  Therapy 

It  is  recognized  that  this  powerful  new  ap- 
proach to  treatmetii  may  not  become  generally 
available  for  some  time.  However,  because  it  does 
achieve  remarkable  success  rates  iti  otherwise  uti- 
treatable  situations  and  is  available  oti  a referral 
basis  at  the  Yale-New  Havett  Medical  Center,  the 
fundamentals  ol  patietit  selection,  mode  of  therapy 
and  hazards  will  be  reviewed. 


Thirty  patients  have  received  HMG  (Per- 
gotial*) -TICCf  (.\PL*)  in  this  clinic  iti  the  past 
2 V2  years.**  As  in  the  Clotnid  series  absent  or 
ditnitiished  ovidation  was  the  only  discertiible 
cause  ol  infertility.  Similarly,  disease  olhei  than 
]ht uitary-ovarian  dysfunction  was  e.xcluded  by  pre- 
liminary workup.  Three  categories  of  patietits  have 
been  treated. 

1.  primary  or  .secondary  amenorrhea  without 
evidetice  of  estrogen  production  (12  cases).  'The 
average  duration  of  amenorrhea  in  this  group  was 
().3  years.  Included  were  four  primary  amenorrheas 
and  two  lactational  ametiorrhea  cases.  Ten  of  these 
patietits  had  no  detectable  urinary  gonadotropin. 

2.  prolonged  secondary  amenorrhea  but  with 
evidetice  of  estrogen  production  was  noted  in  ten 
patients.  I’he  mean  duration  of  amenorrhea  was 
3.2  years.  single  case  of  primary  amenorrhea 
was  included. 

3.  eight  patients  displayed  oligo-anienorrhea 
with  intei  menstrual  irregularity  of  up  to  six 
months  duration.  Sporadic  s]rontaneous  ovulations 
were  known  to  occur  in  this  group. 

Drug  administration  rellects  the  substitutional 
nature  of  this  therajry.  Follicle  stimulation  is 
achieved  by  eight  to  14  clays  of  continuous  Per- 
gonal (usually  one  ampoule  I.M.  q 12h)  followed 
iiy  an  ovulating  close  of  20, 000  units  HCG  (5,000 
u I.M.  cj  12h  X 4 closes).  The  total  close  of  HMG 
and  its  duration  is  dictated  by  the  degree  of 
estrogen  jnoduced  by  the  stimulated  follicles. 
W'hen  cervical  mucus  changes  (clarity,  ferning, 
cjuantity,  sperm  survival)  comparable  to  a normal 
cycle  are  achieved,  HGG  is  added.  Basal  body 
teni])erature  charts  are  kej)t  during  therapy. 

Of  the  30  patients  treated,  20  ovulated  and 
18  became  pregnant  at  least  once  on  HMG  ther- 
apy. A total  of  84  treatment  cycles  were  given  of 
which  49  were  ovulatory  leading  to  22  pregnan- 
cies. Five  nudtiple  births  occurred  (1  cpiacl  and 
4 twin)  and  four  pregnancies  teiminated  in  abor- 
tion. 

1 he  nature  of  the  underlying  pituitary  cjvarian 
disorder  had  a bearing  on  the  effectiveness  of 
the  drug  secjuence.  Of  12  patients  in  group  (1) 
(anestrogenic  amenorrhea)  nine  became  pregnant 
on  therajjy.  In  group  2 (amenorrhea  with  es- 
trogenicity)  seven  of  ten  patients  achieved  preg- 
nancy. However,  in  oidy  two  of  eight  women  with 
oligo-amenorrhea  (group  3)  was  treatment  pro- 
ductive of  pregnancy  though  repeated  apparent 
ovulation  was  achieved  in  all  but  one  case.  Re- 
gardless of  category  no  pregnancy  occurred  on  a 

* Pergonal— l)iand  of  liimian  nieno])aiisal  lainaiy  gonado- 
tropin. Provided  try  Cintter  l.aboratories,  Berkeley,  California. 

f ,\PL— brand  of  human  chorionic  gonadotropin.  Pro- 
vided by  .\yerst  l.aboratorie.s.  New  York,  \ew  York. 
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total  HMG  dose  of  less  than  1000  units.  Ovulation 
usually  occurred  during  APL  treatment  though 
rarely  thermal  shift  Avas  delayed  2-3  days. 

In  regard  to  side  effects,  despite  the  nature 
of  the  drug  no  pyrogenicity  or  allergic  reactions 
were  noted.  However,  the  side  effects  of  excessive 
ovarian  stimulation  (hormone  excess,  and  acute 
enlargement)  occurred  frequently.  Four  women 
had  ovarian  enlargement  greater  than  six  cm. 
Three  had  associated  intrauterine  gestations.  Aside 
from  pelvic  pressure  and  moderate  pain,  no  alarm- 
ing clinical  situation  arose.  On  the  other  hand 
almost  all  patients  exhibited  some  degree  of 
ovarian  enlargement  on  therapy. 

Two  groups  of  patients  failed  on  Pergonal  ther- 
apy. One  group  did  not  ovulate  despite  high  doses 
of  HMG  and  only  minimal  increment  in  estrogen 
Avas  noted.  While  these  patients  tlid  not  have 
ovarian  failure,  local  responsiveness  or  ovum  con- 
centration Avas  inadequate  for  appropriate  re- 
sponse. In  a second  group  of  failures,  represented 
entirely  in  the  oligo-amenorrheic  category,  despite 
high  frequency  of  ovulation,  pregnancy  rates  Avere 
poor.  Again  local  refractoriness  to  otherwise  ap- 
propriate gonadotropin  stimulation  is  possible.  The 
local  follicle  principles  influencing  this  receptivity 
are  unknown. 

Clearly  the  major  problem  facing  further  clin- 
ical trials  is  the  reduction  of  excessive  ovarian 
stimulation.  While  this  matter  is  under  intense 
study  (the  aspects  of  which  are  beyond  the  scope 
of  this  paper)  no  adequate  monitoring  system 
has  evolved  as  of  this  Avriting.  Solution  of  this 
difficulty  is  imperative,  for  the  results  of  HMG- 
HCG  therapy  are  so  remarkable  that  eventual 
wide  spread  availability  must  occur. 


Conclusions 

In  this  report  the  effectiveness  in  one  clinic 
of  iieAv  medical  therapies  for  ovulation  induction 
are  revieAved.  At  the  moment  Clomid  has  replaced 
cortisone  derivative  treatment  in  non-adrenal  ori- 
ented infertility.  However,  the  status  of  wedge 
resection  is  uncertain.  Because  neither  of  the 
drugs  mentioned  offers  permanent  reversal  of  an- 
ovulation and  repeated  therapy  is  required,  Avedge 
has  this  advantage.  Nevertheless,  the  current  pro- 
gram obsei'ved  in  our  clinic  places  wedge  resec- 
tion as  terminal  therapy  if  Glomid  or  HMG-HCG 
therapy  has  failed.  It  is  clear  that  failure  with 
one  does  not  rule  out  success  with  alternate  ther- 
apy. HoAvever,  use  of  any  of  these  modalities  in 
the  single  Avoman  or  in  other  gynecologic  dis- 
orders seems  unwarranted  in  the  face  of  the  avail- 
ability of  orally  active  materials  of  known  mech- 
anism of  action. 
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WHAT  DOES  MANKIND  WANT? 

...  it  begins  to  be  apparent  that  mankind  in  all  its  restless  striving  and 
progress  has  no  idea  of  what  it  really  wants.  Freud  was  right:  our  real  desires 
are  unconscious.  It  also  begins  to  be  apparent,  that  mankind,  unconscious  of 
its  real  desires  and  therefore  unable  to  obtain  satisfaction  is  hostile  to  life  and 
ready  to  destroy  itself.  Freud  was  right  in  positing  a death  instinct,  and  the 
development  of  weapons  of  destruction  makes  our  present  dilemma  plain: 
we  either  come  to  terms  with  our  unconscious  instincts  and  driv'es— Avith  life 
and  death,  or  else  Ave  surely  die.— Norman  O.  Broavn. 
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Diagnosis  And  Treatment  Of  Male  Infertility 

Adnan  Mroueh,  M.D. 


■ In  the  last  two  decades,  iinderslanding  of  the 
male  factor  in  sterile  marriages  has  assumed  in- 
creasing impcjitance.  This  is  mainly  due  tc5  our 
burgeoning  knowledge  of  the  physiology  of  hu- 
man semen,  d he  increasing  use  crl  artilicial  in- 
semination by  veterinarians  as  well  as  the  general 
advances  in  reprodnctive  physiolcpgy,  have  also 
contributed  considerably  m the  trend  ol  implicat- 
ing the  husband  in  infertility. 

Caiteria  of  .semen  evaluation  are  not  unilorm 
and  the  physician  is  olten  confronted  with  semen 
pictures  where  it  cannot  he  decided  whether  con- 
ception is  ])ossible.  Whereas  generally  the  sperma- 
tozoal  count  has  been  used  as  the  sole  determinant 
of  the  fertility  status  ol  the  individual,  the  cpialita- 
tive  asjtects  of  the  spermatozoa  as  well  as  the 
biochemical  constituents  in  the  seminal  plasma 
shotdtl  be  considered  to  be  of  im]x)rtant  prog- 
nostic significance.  The  lack  of  uniformity  of 
semen  evaluations  in  dillerent  institutions  makes 
comparisons  of  data  diflicult.  This  is  tltte  to  in- 
dividual variations,  methods  ol  collecticjii  and  days 
of  abstinence.  In  cases  where  the  initial  exami- 
nation casts  doidit  on  fertility,  it  is  important  to 
repeat  the  semen  evaluation.  It  mtist  be  remem- 
bered that  semen  analy.ses  are  merely  anatomic 
descriptions  of  spermatozoal  numbers  and  quali- 
ties anti  that  these  may  or  may  not  correlate 
with  physiological  integrity.  C]a,ses  of  ftinctional 
spermatozoal  infertility  are  known  in  other  mam- 
mals.^ 

Several  reports  on  semen  evaluations  in  sterile 
marriages  have  appeared.  Depending  on  criteria 
of  normality,  the  incidence  of  unsatisfactory  semen 
in  infertile  marriages  ranges  from  Ki  to  68  per 
cent.  In  this  study,  we  have  reviewetl  the  semen 
evaluation  in  500  infertile  marriages  and  for  com- 
parison incliuled  the  semen  picture  in  130  patients 
from  the  same  clinic  in  whom  conception  was 
eventually  achieved. 

Materials  And  Methods 

'The  semen  specimens  were  obtained  alter  a 
period  of  abstinence  of  five  days.  Patients  were 
supplied  with  a clean,  dry,  wide-mouthed  glass 
container  and  instructed  to  obtain  the  specimen 
by  masturbation  if  possible,  if  not,  then  by  in- 
terrupted intercourse.  The  specimens  were  brought 
to  the  clinic  within  three  hours  after  ejactdation 
and  examined  immediately  for  volume,  mucolysis, 
number  of  spermatozoa  aiul  motility  by  the  meth- 


od of  Hcndikiss."  A smear  for  the  sperm 
morphology  as  well  as  the  presence  of  formed 
elements  was  obtained. 

Otit  ol  a total  of  500  patients,  semen  analyses 
aie  available  on  309.  I'he  remaining  191  had  no 
semen  analysis  becatise  of  the  following  reasons: 


secon da r y i n 1 er t i 1 i t y 

47 

impotence 

5 

“good”  post-coital 

5 

“adecpiate”  .semen  count 

38 

“poor”  count 

not  done  (either  (urrently 

6 

in  the  clinic  or  are 
lost  to  followup) 

90 

191 

Of  the  130  patients  where  conception 
achieved,  semen  counts  are  available  on  66. 

the  remaining  patients  no  count  was 
the  following  reasons: 

cjbtained 

secondary  iufertilily 

14 

“adecjuate”  count 

16 

not  done 

34 

Results 

Figure  I shows  the  various  semen  character- 
istics in  309  cases  of  infertile  marriage.  It  is  noted 
from  the  figures,  as  the  spermatozoal  count  falls, 
other  defects  in  the  semen  increase.  This  is  not 
surprising  since  the  reaction  of  the  testes  to  vari- 


I'lCajRE  I 

Semen  analysi.s  in  300  cases  of  infertile  marriage. 


SPERMATOZO.AL 

COUNT 

MII.UONS/CC. 

NUMBER  OF 
CASES 

AVERAGE 
VOLUME 
IN  CC. 

PERCENT  OF 

CASES  WITH  PERCENT  OF 
NORMAL  CASES  WITH 

MOTIUTV  NORMAL 

(70%  MORPHOLOGY 

OR  MORE)  (80%  OR  more) 

100+ 

71 

3.11 

64 

72.0 

80-99 

28 

3.25 

50 

75.0 

()0-79 

20 

3.10 

57 

65.2 

40-59 

45 

3.14 

52 

61.3 

20-39 

48 

3.34 

35 

40.0 

119 

49 

3.72 

9 

21.0 

Azosperm  i a 

33 

2.50 

- 

- 

DR.  ,\1)NAN  MROl'l'.H,  Instructor,  Department  Obstet- 
rics and  Gynecology,  ^'ale  University  School  of  Medicine,  New 
Haven,  Connecticut. 
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ous  stressful  agents  is  manifested  by  changes  in 
cytology  of  the  ejaculate  followed  by  count  de- 
pression. However  this  need  not  follow  the  same 
sequence,  as  cases  of  absent  sperm  motility  despite 
normal  morphology  and  count  are  known. 

Figure  II  shows  the  graphic  distribution  of  the 
spermatozoal  counts  in  these  infertile  cases.  If  the 
arbitrary  60  million/cc  is  taken  as  the  point  of 
demarcation,  then  65.8  per  cent  of  the  counts 
fall  below  this  level,  but  if  20  million/cc  is  taken 
as  the  limit,  then  26.6  per  cent  of  the  patients 
fall  in  this  category. 

McLeod  and  Hotchkiss^  found  that  49  per  cent 
of  semen  specimens  had  spermatozoal  counts  be- 
low 60  million/cc  in  a group  of  1500  sterile  mar- 
riages. Keshin  and  Pinck^  in  a study  of  LS5  cases 
in  sterile  marriage  consider  that  68  per  cent  of 
semen  specimens  were  unsatisfactory,  but  they  in- 
cluded abnormal  morphology  in  their  series. 

Of  great  interest  is  the  comparison  of  this  group 
with  a group  where  conception  was  achieved  in 
the  same  clinic.  It  is  seen  that  6 per  cent  had 
counts  below  the  20  million/cc  level  and  37.6  per 
cent  had  counts  below  60  million/cc  level.  (Fig. 
II)  Of  200  men  of  known  fertility,  Hotchkiss  et 
al  reported  22  per  cent  had  counts  below  60  per 
cent  million.  It  is  obvious  Irom^  these  results  that 
one  cannot  arbitrarily  forecast  the  fertility  of  any 
semen  specimen  provided  spermatozoa  are  pres- 


Figure  II 

Distribution  of  spermatozoal  counts  in  infertility  clinic 
patients. 


ent.  Nevertheless  the  chances  of  conception  are 
considerably  better  when  the  spermatozoal  count 
is  over  100  million/cc.  Whether  this  is  dependent 
on  the  actual  count  or  on  the  cytologic  changes 
that  accompany  a higher  count  is  a moot  point. 
McLeod^  found  that  the  ease  of  conception  is  not 
different  in  fertile  marriages  when  the  count  was 
over  20  million,  provided  the  spermatozoal  mo- 
tility was  comparalrle. 

Volume  Of  Ejaculate 

The  volume  of  the  ejaculate  depends  on  the 
period  of  continence  as  well  as  on  the  integrity 
of  the  accessory  sexual  apparatus,  both  anatomic- 
ally and  endocrinologically.  The  method  of  semen 
collection  also  seems  to  influence  the  volume. 

As  .seen  from  Figure  I,  as  the  spermatozoal 
count  falls,  there  is  a gradual  increase  in  semen 
volume.  When  the  spermatozoal  count  is  100+ 
millions/cc,  the  mean  ejaculate  volume  is  3.11  cc, 
in  contrast  with  a mean  of  3.72  for  oligospermic 
counts  of  1-19  million  spermatozoa/cc.  Other 
workers  have  reported  ejaculate  volumes  of  3.60, 
3.2,  3.3  and  3.6  cc  on  various  series  of  infertile 
men.  Flarvey  and  Jackson^  found  no  correlation 
between  sperm  density  and  volume  of  ejaculate. 
However,  in  cases  of  azospermia,  the  mean  vol- 
ume of  ejaculate  was  2.5  cc.  This  figures  differs 
significantly  from  both  the  oligospermic  group  as 
well  as  the  overall  mean  of  the  infertile  group. 
This  could  be  ascribed  to  the  fact  that  the 
azospermic  group  included  ca,ses  of  ductal  ob- 
sti  uction  as  well  as  hypogonadism.  Both  conditions 
are  known  to  contribute  to  decreased  ejaculate 
volume.  This  figure  compares  with  McLeod’s® 
figure  ot  2.72  cc  for  azospermic  males.  Thus 
comparisons  of  various  series  is  difficult  because 
if  the  azospermic  group  is  included,  then  the  over- 
all mean  for  infertile  males  tends  to  be  lower. 
|ohanson»,  however,  reported  the  highest  average 
of  3.6  cc  in  azospermic  men. 

In  the  group  where  conception  was  achieved, 
the  mean  ejaculate  volume  was  3.6  cc.  McLeod^® 
rei)orted  a volume  of  3.38  for  lOOO  fertile  men  and 
Hotchkiss  reported  a volume  ol  3.12  for  200  fertile 
men.  Kautmaidi  reports  a volume  of  3.0  cc  in  a 
groiqi  of  40  men  and  Farris  found  a volume  of 
L3  cc.  These  series  are  not  exactly  comparable 
to  men  in  our  group,  because  all  the  above  counts 
were  on  men  of  known  fertility.  The  males  in  our 
group  are  partners  in  infertile  marriages  and  may 
have  decreased  fertility  potential  which  is  not  in- 
compatible with  occasional  conception. 

Mueolysis 

Ihe  association  of  spermatozoal  motility  and 
mueolysis  is  apparent  from  table  HI  a.  It  is  noted 
that  when  the  spermatozoal  motility  is  30  per  cent 
or  less  then  the  mueolysis  is  poor  in  46.5  per  cent 
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of  cases.  ^Vhereas  when  the  motility  is  70  per  cent 
and  above,  then  the  incidence  of  poor  mncolysis 
is  only  7.0  per  cent.  McLeod*^  feels  that  if  the 
count  is  good  then  neither  the  motility  nor  the 
durability  is  seriously  affected  by  poor  semen 
mncolysis. 

■ Vs  seen  from  Figure  3b  above,  estimates  of  good 
semen  mncolysis  and  consistency  showed  a linear 
relationship  to  the  spennatozoal  density. 

.Mechanisms  concerned  with  semen  coagidation- 
liqnifaction  are  not  fidly  understood.  However,  it 
is  felt  that  a clotting  en/yme  produced  by  the 
prostate  acts  on  a fibrinogen-like  protein  snbstance 
contributed  by  the  seminal  vesicles.  Other  stages 
include  filjiinolysis  by  enzymes  of  prostatic  origin 
and  proteolysis  leading  to  the  formation  of  free 
amino  acids  and  ammonia.  1 hus  the  association 
of  azospermic  semen  with  disturbances  of  mu- 
colysis  is  not  surprising  since  with  azospermia  the 
integrity  of  the  male  accessory  glands  may  be 
compromised. 

It  is  felt  that  semen  consistency  and  viscosity 
interfere  with  fertility  by  impeding  spennatozoal 
motility  or  by  interference  with  spermatozoa!  trans- 
port in  the  female  genital  tract.  Another  mecha- 
nism postulated  by  Hotchkiss  is  that  with  a thick 
ejacidate  spermatozoa  must  utilize  their  energy  re- 


SPERMATOZOA COUNT 
( mi(lions/cc  ) 

Fua'RF.  Ilia  and  Illb 

IiG.  Ilia— \aiiation  of  sperniato/oal  motility  and  degree  of 
seminal  nuicolysis.  Fig.  lIIh—\'ariation  of  spennatozoal  density 
and  mncolysis. 


sources  to  move  through  the  viscid  medium  and 
tints  it  is  likely  that  their  longevity  is  reduced. 

Agglutination  Of  Spermatozoa 

Semen  specimens  may  contain  clumps  of  ag- 
glutinated spermatozoa.  'Fhe  forward  motility  of 
these  spermatozoa  is  lost.  This  clumping  has  been 
ascribed  to  the  lailure  of  reducton  of  an  anti- 
agglutinin that  coats  the  spennatozoal  surface^-'*. 
In  this  series  clumping  of  spermatozoa  was  en- 
countered more  with  semens  that  have  a higher 
spermatozcral  density.  However,  there  was  no  dif- 
ference in  the  incidence  of  agglutination  between 
the  infertile  grouj)  and  the  patients  in  whcmi  con- 
ception was  achieved. 

Leucocytes  In  Semen 

Generally  the  occurrence  of  few  white  blood 
cells  in  the  semen  is  not  indicative  of  any  in- 
flammatory process  in  the  testes  or  the  accessory 
sexual  apparatus.  They  are  believed  to  be  of 
epididymal  origin  and  they  perform  phagocytic 
activity  towards  dead  spermatcizoa.  Phadhe^^  found 
no  correlation  of  leucocytes  with  the  ]tercentage  of 
abnormal  spermatozoa  in  the  semen,  or  the  motility 
of  spermatozoa,  nerr  were  they  dominant  in  cases 
of  necrospermia.  Our  data,  shown  in  Figure  4b, 


50  - 
40  - 

PER  CENT 

OF  CASES  JO  - 

WITH 

SPERMATOZOAL 
CLUMPS  IN  20  - 

SEMEN 

10  - 


0-20  20-39  40-99  100+  FERTILE 

GROUP 

SPERMATOZOA  COUNT  I milliont/ce) 


SPERMATOZOA  COUNT  (mllllon>/cc) 

Figcrf.  l\'a  and  l\'h 

I k..  I\'a— \’ariation  of  .spennatozoal  density  and  the  oernr 
rence  of  spontaneous  agglutination.  Fig.  I\b— X’ariation  of 
spennatozoal  density  and  the  occurrence  of  leucocytes  in 
semen. 
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indicates  that  leucocytes  are  more  abundant  in 
semen  of  lower  spermatozoal  density.  This  is  at 
variance  with  the  findings  of  Johansson  who  found 
no  established  relationship  between  number  of 
leucocytes  and  sperm  density. 

Testicula  Biopsy 

Whenever  the  semen  reveals  any  derangements, 
evaluation  of  the  male  must  proceed  diligently  to 
rule  out  any  systemic  disease.  Careful  history  es- 
pecially regarding  antecedent  febrile  episodes,  in- 
take of  drugs  or  exposure  to  fumes  or  x-rays  are 
especially  significant.  Details  regarding  psychic 
states  are  also  of  importance  as  testicular  dysfunc- 
tion is  more  common  in  individuals  under  stress.'" 
A genito-urinary  consultation  is  sought  to  rule  out 
any  local  disease.  The  contribution  of  varicocele 
to  male  infertility  is  well  established.'® 

In  the  above  group  of  patients  testicrdar  biopsies 
were  obtained  on  52  males.  The  most  frequent 
indications  were  in  cases  of  azospermia  where  the 
size  of  the  gonads  was  felt  to  be  normal.  In  this 
type  of  patient  % will  have  a block  in  the  accessory 
sexual  apparatus.  The  second  indication  was  to 
test  various  therapeutic  modalities  to  correlate  the 
response  with  a specific  histologic  pattern.  The 
distribution  of  the  various  histo-pathologic  lesions 


was  as  follows; 

Germinal  cell  aplasia/hypoplasia  12 

Arrest  of  spermatogenesis  15 

Generalized  hyalinization  and  fibrosis  8 

Normal  spermatogensis  17 

Occulsion  of  vas  shown  by  vasogram  4 


The  biopsy  is  helpfid  in  revealing  the  nature 
of  the  insult  to  the  testes.  Because  of  their  varying 
metabolic  rates,  the  susceptibility  of  the  germinal 
cells  to  noxious  stimuli  is  variable.  Generally,  en- 
vironmental insults  such  as  drugs  tend  to  interfere 
with  stages  of  spermatogensis  leading  to  exfolia- 
tion of  immature  sjrermatids  into  the  ejaculate 
whereas  genetic  derangements  leail  to  abnormal 
meiosis  and  thus  the  arrest  of  spermatogenesis  is 
early  at  the  level  of  the  primary  spermatocyte. 
The  hybrid  sterility  seen  in  mules  depends  on  the 
mechanical  and  physiological  impediments  to  the 
pairing  of  maternal  and  paternal  chromosomes  at 
meiosis.  " I'hus  the  testicular  biopsy  reveals  break- 
down of  spermatogenesis  at  the  primary  sperma- 
tocyte stage.  In  humans,  genetic  factors  are  re- 
ported to  account  for  11-20  per  cent'®  of  males 
with  oligospermia. 

Treatment 

Over  the  past  two  years,  several  empirical  thera- 
peutic modalities  were  utilized  in  these  patients. 
Because  of  the  successful  induction  of  ovulation 
in  the  female  with  urinary  gonadotropic  hormones, 
the  possible  use  of  these  agents  to  initiate  and 


maintain  deficient  spermatogenesis  was  explored. 
The  effects  of  this  treatment  on  steroid  excretion 
and  testicular  function  were  evaluated  by  com- 
parison with  pre-treatment  excretion  values,  sperm 
counts  and  testicular  biopsies.  It  was  lound  that 
while  enhanced  steroid  excretion  of  testosterone 
conjugates,  total  estrogens  and  1 1-deoxy-l  7-keto- 
steroids  occured,  no  consistent  beneficial  effects  on 
spermatogenesis  were  produced."' 

Another  group  of  infertile  males  were  treated 
with  Clomiphene  Citrate*  because  the  local  anti- 
estrogenic effect  of  this  agent  might  inhibit  con- 
centrations of  that  steroid  at  the  tubular  level 
and  estrogens  are  known  to  produce  adverse  ef- 
fects on  the  tubular  epithelium.-®  Here  again,  the 
results  of  this  therapy  were  unsuccessful. 

Although  the  adrenals  and  the  gonads  perform 
distinct  physiological  roles,  there  is  close  interde- 
pendence, the  nature  of  which  has  not  been  fully 
elucidated.  In  tbe  female,  Jones--  and  her  co- 
workers and  Greenblatt-®  used  cortisone  success- 
fully in  cases  of  ovarian  dysfunction  accompanied 
by  slight  androgenic  changes,  postulating  that 
they  may  represent  mild  variants  of  the  adreno- 
genital syndrome.  In  the  male,  however,  varying 
and  inconsistent  residts  were  obtained.  Gabrilove-' 
and  Perloff  and  Hadd-^  reported  on  2 males  with 
oligospermia  with  elevated  1 7-ketosteroids  where 
adrenal-cortical  steroid  treatment  was  helpful. 

In  this  clinic,  males  with  a variety  of  azospermic 
or  oligospermic  conditions  were  treated  with 
Prednisone  for  prolonged  periods  with  no  salutary 
effect. 
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IMPORTANT  NOTICE  ! 

TELEPHONE  PRESCRIBING  OF  NARCOTICS  STILL  ILLEGAL 

riie  1967  General  A.s.senibly  enacted  legislation  which  would  legalize  the 
telephone  pre.scrihing  ol'  Class  A narcotic  drugs  hy  physicians.  However,  the 
.State’s  Attorney  General  has  ruled  th;it  such  legalization  is  applicable  “only  to 
the  extent  permitted  hy  Federal  Narcotics  Laws.”  Since  the  Harrisoti  Act  (Federal 
Law)  specifically  prohibits  the  prescribing  of  Glass  .A  narcotic  drugs  hy  telephone, 
members  of  the  .Society  are  strongly  urged  not  to  do  so.  New  Cionnecticut  statutes 
notwithstanding,  it’s  still  illegal. 
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Immunologic  Studies  In  Infertility 


■ In  1955  Buxton  and  Southam  reported  an  in- 
cidence of  approximately  28  per  cent  “first  degree 
infertility”  (i.e.,  unexplained  infertility)  with  an 
eventual  pregnancy  rate  of  approximately  44  per 
centd  Hope,  based  on  the  statistical  possibility 
of  eventually  conceiving,  was  all  that  could  be 
offered  these  patients  prior  to  the  reports  in  1964 
by  Franklin  and  Dukes--'’  on  antispermatozoal  anti- 
bodies as  a cause  of  infertility.  Their  work  stimu- 
lated an  attempt  to  determine  whether  or  not  im- 
munological diagnostic  techniques  and  modes  of 
therapy  could  be  routinely  utilized  in  an  infertility 
clinic. 

Methods 

The  methods  utilized  in  the  immunological 
studies  reported  here  were  essentially  those  de- 
scribed by  Franklin  and  Dukes.  Results  were  at 
first  recorded  by  a written  description  of  the  ag- 
glutination phenomenon.  However,  after  a period 
of  experience  it  was  possible  to  set  up  an  arbitrary 
grading  scale  of  values  from  0 to  4 based  on  the 
number  of  sperm  aggregations  or  chisters  and  the 
number  of  sperm  per  aggregation  per  high  power 
microscopic  field. 

In  January  1964,  six  months  before  applying 
immunological  sttidies  and  therapy  in  a systematic 
manner  to  cases  in  the  infertility  clinic,  immuno- 
logical investigation  of  three  groups  of  women  was 
performed.  Letters  were  sent  out  to  those  rvomen 
who  had  been  discharged  from  the  infertility  clinic 
during  the  previous  two  years  as  unexplained  in- 
fertility problems  after  a complete  infertility  work- 
up and  a minimum  of  three  years  infertility.  These 
women  were  asked  whether  they  would  be  in- 
terested in  another  investigation  procedure.  Those 
who  replied  in  the  affirmative,  27  in  number,  were 
designated  as  Group  A.  A second  group  of  women, 
46  in  number,  was  obtained  from  the  gynecology 
clinic.  Each  was  between  the  ages  of  24  and  40, 
had  had  a minimum  of  six  viable  deliveries,  had 
not  been  pregnant  within  the  past  year,  were 
not  taking  any  medications,  and  had  no  evidence 
of  an  infectious  process  at  the  time  of  the  study. 
This  group  was  designated  as  Group  B.  A third 
group  consisted  of  31  unmarried,  supposedly  vir- 
ginal, young  women  who  volunteered  for  the  study. 
These  women  were  all  between  the  ages  of  18  and 
23  years,  had  no  menstrual  abnormalities,  were  not 
taking  any  medications,  and  had  no  evidence  of 
an  infectious  process  at  the  time  of  the  study. 
This  group  was  designated  as  Group  C. 

Each  woman  in  Group  A provided  a specimen 
of  her  husband’s  ejaculate  obtained  by  the  usual 
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method  less  than  3 hours  before  the  performance 
of  the  agglutination  studies.  In  each  case  a semen 
analysis  was  performed.  Blood  specimens  were  ob- 
tained from  each  women  in  Groups  A,  B,  and  C. 
Agglutination  studies  were  then  performed  as  fol- 
lows: 

The  blood  serum  of  each  woman  in  Group  A 
was  tested  for  antibody  activity  against  her  hus- 
band’s semen  specimen  and  against  semen  speci- 
mens from  two  to  five  other  men.  The  blood 
sertim  of  each  women  in  Groups  B and  C was 
tested  for  antibody  activity  against  a minimum 
of  three  semen  specimens  from  conjugal  partnetrs 
of  the  Group  A women.  The  studies  revealed  that 
the  degree  of  antibody  activity  had  no  specific 
relationship  to  whether  or  not  the  semen  specimen 
was  from  a conjugal  partner.  A blood  serum  which 
exhibited  apparent  antibody  activity  against  one 
semen  specimen  usually  did  so,  to  about  the  same 
degree,  against  all  semen  specimens  with  which 
it  was  testetl. 

Results 

Table  I summarizes  the  findings  in  the  three 
groups  of  women.  In  addition  to  the  27  women 
originally  designated  as  Group  A,  50  more  women 
meeting  the  criteria  for  this  category  were  later 
studied  and  are  included  in  the  figures  in  Table  I. 

The  results  stimmarized  in  Table  I are  similar 
to  those  reported  by  Franklin  and  Dukes  for  com- 
parable groups.’’-'’ 

Beginning  July  1,  1964  those  with  demonstrated 
antibodies  of  the  original  27  Group  A women  were 
instructed  to  restrict  intercourse  to  the  use  of  con- 
doms or  to  abstain  from  intercourse  except  for 
one  or  two  occasions  at  the  time  of  expected  ovu- 
lation as  determined  by  history  and  basal  body 


Table  I 

Incidence  of  Circulaiing  Sperm-.Vgglutinaiing  ,'Vntibodif.s 


GROUP 

A 

B 

C 

Total  number  of  patients 

77 

46 

31 

Number  of  patients  with  antibodies 

47 

11 

7 

Percentage  of  patients  with  antibodies 

61 

23.9 

22.6 

A.  Patients  with  no  demonstrable  organic  cause  for  in- 
fertility. 

B.  Patients  of  known  fertility. 

C.  Patients  of  unknown  fertility. 
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temperature  charts.  I'his  was  advised  on  the  premise 
that  inlrequent  contact  with  the  antigen  or  antigens 
in  semen  might  residt  in  a reduction  oi  antit)ody. 
Between  [uly  I,  19(il  and  jidy  I,  19fi5  another 
50  women  meeting  tlie  criteria  oi  the  Ciroup  A 
category  were  investigated  and  those  who  demon- 
strated antibody  were  started  on  the  restricted  in- 
tercourse regime!!.  In  Jai!uary  liHiti  aiter  a iollow- 
up  period  varying  iron!  6 to  18  months  during 
which  time  periodic  checks  were  made  oi  the 
ai!til)ody  titers,  ll!e  status  oi  tlie  77  Group  A 
women  was  reviewed. 

Summary  Of  Follow-up  Survey 

77  —cases  oi  unexplained  iniertility; 

.SO  cases— negative  ior  speri!!-agglutinating  anti- 
bodies (S9  per  cent) 

■17  cases— positive  ior  sperm-agglutinatii!g  anti- 
bcjdies  (61  ]!er  cent) 

15  positive  cases— no  iollow-iip. 

32  positive  cases— mii!imun!  oi  6 moi!ths 
iollow-uj!. 

8 positive  cases— no  improven!ent  in  mini- 
!num  oi  6 n!onths. 

21  |)ositive  cases— improved  (75  per  cent)  oi 
cases  with  iollow-up)  . 

5 positive  cases— improved  to  less  that! 

conti'ol  (Group  B)  levels. 

19  positive  cases— in!iJroved  to  control 
((,roup  B)  levels. 

Pregnancies 

so  cases  with  negative  ai!tibody  titers/5  pregnancies 
( Iti.O  |!er  cent)  . 

S2  cases  with  positive  antibody  titers/9  pregnancies 
(28. 1 per  cei!t)  . 

24  cases  with  positive  titers-improved  4)  preg- 
nancies (S7.5  per  cent)  . 

19  cases  with  positive  titers-improved  to  con- 
trol levels/9  pregnancies  (42.1  per  cent)  . 

Outcome  Of  Pregnancies 

.Vborted  2 (22.2  per  cent) 

Delivered  7 (77.8  per  cent) 

Since  the  iollow-up  summary  2 ntore  pregnaitcies 
have  beet!  reported.  Ihtis,  52.6  per  cent  oi  the 
19  cases  with  positive  titers-iii!proved  to  control 
levels  have  coitceived. 

In  the  22  months  betweei!  July  1,  1965  and  May 
1,  1967  another  164  won!en  have  been  investigated 
ior  sperm-agglutinating  antibodies.  Sixty-.seven  have 
had  positive  antibody  titers  (41.5  per  cent)  . Eight 
pregi!ancies  have  beei!  reported  in  the,se  patients. 

I he  diiierence  in  the  incidence  oi  patients 
with  positive  antibody  titers  iound  in  the  studies 
j)rio!  to  and  sid^scxjuent  to  July  1,  1965  n!ay  be 
in  part  due  to  the  lact  that  those  jjatients  in  the 
earlier  study  had  all  had  a known  complete  ii!- 


iertility  investigation  while  many  of  the  patients 
studied  u!ore  recently  have  been  referred  jjatients 
and  ii!ay  not  have  been  as  completely  evaluated. 
Ii!  several  instances  other  significant  infertility 
causes  have  beei!  Iound  to  exist. 

4 he  pregnancies  in  the  recently  studied  patients 
have  yet  to  be  evaluated  in  respect  to  length  of 
time  in  the  study,  i!umber  of  patiei!ts  demoi!strat- 
ing  ii!!proveii!ei!t  oi  the  antibody  titer  ai!cl  other 
pertinent  factors. 

Summary  And  Conclusions 

In  an  attempt  to  determine  the  usefulness  of 
antisperntatozoal  antibody  investigation  aitd  treat- 
ment in  cases  oi  uitexplained  iniertility,  77  women 
with  no  demoitstrable  organic  cause  ior  iniertility 
were  studied.  .\n  apparent  antibody  was  found  in 
61  per  cei!t  oi  these  patients.  In  the  control  groups 
2S.9  per  ceitt  of  jjatients  oi  known  high  fertility 
had  positive  antibody  titers  as  did  22.5  per  cent 
oi  patients  of  unknown  fertility.  Oi  the  patients 
who  followed  the  jirescribed  treatment  75  per  cent 
achieved  .some  reductio!i  in  antibody  titers  and 
79  ])er  cent  ol  the  patients  who  impioved  did  so 
to  the  level  of  the  highly  fertile  controls  and  52.6 
per  cent  have  std)sequei!tly  conceived. 

Ihe  results  suggest  that  there  may  be  sperm- 
agglutinatiitg  antibody  in  the  .serum  oi  some 
women.  'I  he  incidence  and  degree  oi  this  ai!tibody 
appears  to  be  higher  in  women  with  unexplained 
iniertility  but  ii!ay  also  be  detected  in  the  sertnn 
of  highly  fertile  wontei!.  There  i!!ay  be  no  sharp 
demarcation  betAveen  normal  and  abnormal  levels 
of  antibody  titer  but  rather  levels  below  which 
the  antibody  exerts  minimal,  if  any,  interference 
with  conceptioi!  and  above  which  conceptioi!  is 
unlikely  to  occur.  The  residts  of  the  study  indi- 
cate that  ii  the  level  oi  antibody  activity  is  loweretl 
the  concejJtion  rate  improves. 

'T4!e  reported  pregnancy  rate  is  not  significantly 
higher  than  the  eventual  pregnancy  rate  reported 
by  Buxton  and  Southam  for  first  degree  infer- 
tility.’ However,  ol  those  cases  where  conce])tion 
did  occur  the  longest  period  oi  time  between 
initiating  the  prescribed  treatment  and  concejJtion 
was  IS  n!oi!ths.  Perhaps  treatment  accelerates  a 
lowering  oi  the  antibody  which  may  have  evei!tu- 
ally  (iccurred  spontaneously  and  possibly  in  a few 
instances  residts  in  a lowering  oi  antibody  which 
would  not  have  occurred  spontai!eousIy. 
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Therapeutic  Donor  Insemination 

Sophia  J.  Kleegman,  M.D. 


■ Our  knowledge  in  many  areas  of  human  re- 
production stems  from  the  animal  world.  Artificial 
insemination  has  been  employed  by  man  for  many 
centuries  with  animals,  and  animal  husbandry  has 
developed  this  method  of  breeding  for  improve- 
ment of  the  stock,  as  well  as  for  profit.  How- 
ever, the  first  instance  tvliich  took  place  in  1322 
hatl  a destructive  objective  when  an  Arab  sheik 
secretly  inseminated  a pure  strain  of  Arab  mares 
belonging  to  his  enemy  with  semen  from  inferior 
stallions. 

This  was  thought  to  be  the  earliest  report  of 
artificial  insemination  until  a Talmudic  document 
was  found  which  antedates  the  Arabic  tale  by 
1100  years.  In  this,  the  rabbis  disctiss  what  would 
the  status  be  of  a woman  if  she  were  accidentally 
and  unknowingly  inseminated  by  semen  previous- 
ly deposited  in  the  bath  water  in  which  she  bathed. 
The  rabbis’  opinion  to  this  hypothetical  question 
was  that  since  the  woman  had  become  pregnant 
innocently  and  without  intercourse,  she  could  not 
be  blamed  for  her  condition.-'^ 

Although  this  is  the  earliest  reference  to  human 
artificial  insemination,  the  discussion  was  only  aca- 
demic and  did  not  refer  to  intentional  donor  in- 
semination. Thirteenth  and  eighteenth  century  rab- 
bis continued  discussing  this  hypothetical  question. 
It  is  interesting  that  even  then  they  expressed 
anxiety  about  the  possible  danger  of  the  child 
later  marrying  a sibling  unknowingly.  They  also 
had  the  same  varied  opinions  as  our  own  times  as 
to  the  legitimacy  of  the  child. 

The  first  instance  of  human  artificial  insemina- 
tion is  credited  to  John  Hunter  of  England,  who 
in  1785  inseminated  a woman  with  her  husband’s 
semen.  In  this  country  Marion  Sims  in  1866  per- 
formed 55  inseminations  in  six  women,  and  again 
with  their  husband’s  semen.  Only  one  became  preg- 
nant.Throughout  the  1800’s  there  are  reports 
especially  from  Europe,  of  husband  artificial  in- 
semination. In  this  cotmtry  Dr.  Robert  L.  Dickin- 
son, a pioneer  in  birth  control,  sex  education,  mar- 
riage counselling  and  other  advanced  practices  in 
social  and  family  mental  health,  had  the  courage 
to  perform  donor  insemination  in  1890,  and  on 
rare  occasions  after  that.  Although  he  did  not 
]tublish  this,  he  not  only  tatight  all  the  earliest 
practitioners  in  this  therapy,  but  he  is  most  re- 
sponsible for  its  growing  practice  and  acceptance. 
I was  fortunate  enough  to  share  an  office  and  a 
practice  with  him,  and  because  of  his  encourage- 


ment, 1 have  employed  donor  insemination,  when 
indicated,  since  1930. 

Religious  Aspects 

Religion’s  teaching  is  that  ethical  conduct  is 
determined  by  God  and  interpreted  by  His  re- 
pre.sentatives,  the  clergy.  One  may  therefore  ask, 
“has  the  physician  the  right  to  di,scuss  the  religious 
aspects  of  this  procedure  when  the  authority  rests 
in  the  clergy?’’ 

When  we  seek  for  religious  guidance  we  quickly 
discover  that  just  as  there  is  no  one  religion,  so 
are  the  opinions  held  by  various  religious  groups, 
and  even  within  the  same  group,  contradictory 
and  confusing.  In  addition,  during  these  past  five 
decades,  there  has  been  considerable  liberaliza- 
tion in  the  attitudes  of  many  clergymen.  In  most 
grotqrs  belonging  to  the  Protestant  and  Jewish 
faiths,  no  sectarian  pronouncements  have  been 
made. 

It  is  my  policy  to  encourage  all  couples  request- 
ing donor  insemination  to  discuss  this  with  their 
spiritual  advisers.  This  is  particularly  important  for 
members  of  denominations  which  are  opposed  to 
this  therapy.  The  Catholic  Church,  the  Anglican 
Church  and  the  Swedish  Church  still  reject  donor 
insemination.-®  Ironically  Scandinavian  physicians 
and  social  scientists  approve  of  donor  insemina- 
tion on  the  principle  that  no  woman  who  desires 
it  shotdd  be  denied  motherhood  because  her  hus- 
band cannot  father  her  child.  In  Denmark  the  door 
has  even  been  opened  to  unmarried  women  who 
request  artificial  insemination  if  they  are  consid- 
ered exceptionally  well  cjualified  for  motherhood. 
Most  Protestant  ministers  take  a neutral  or  per- 
missive position  and  state  that  since  their  Church 
has  made  no  sectarian  pronouncements,  each  cler- 
gyman has  to  be  guided  by  his  own  conscience. 

Legal  Aspects’^’ 

Religion  has  a powerful  influence  on  law,  and 
both  influence  and  are  influenced  by  custom  and 
usage.  Donor  insemination,  being  in  the  field  of 
sex,  is  in  a particularly  emotionally  charged  area. 
Change  in  mores  passes  through  three  pha.ses.  At 
first  there  is  rigid  rejection,  then  negation  with 
tliminished  horror.  This  is  followed  by  gradual 
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curiosity,  study,  and  evaluation,  until  we  come  to 
a slow  but  steady  acce])tance. 

Social  acceptance  must  be  well  established  and 
widespread  over  a considerable  period  ol  time, 
with  proof  that  it  is  beneficial  to  the  individual, 
family  and  society  before  legal  change  occurs.  .All 
these  steps  are  illustrated  within  our  own  time 
by  slow  and  then  rapidly  increasing  pace  of  liberal- 
ization of  the  laws  governing  birth  control,  divorce 
and  recently  abortion. 

Donor  insemination  is  following  the  same  path. 
Fifty  years  ago  there  was  very  little  usage  and 
no  established  custom  for  this  therapy. 

Today  there  is  increasing  usage.  One  example 
of  the  indirect  acceptance  of  this  procedure  is  the 
fact  that  the  Department  of  Health  of  the  Ciity  of 
New  York  has  specific  regulations  about  donor  in- 
semination in  Section  112  of  the  Sanitary  Code, 
adopted  July,  1947^h  This  governs  the  rules  ascer- 
taining the  health  of  the  donor,  the  use  of  RH  neg- 
ative donors  for  RH  negative  recipients,  and  the 
keeping  of  the  records  of  such  inseminations.  The 
state  of  Oklahoma  is  the  only  one  that  has  passed 
laws  legitimizing  the  practice  of  artificial  insem- 
ination using  donor  semen  and  has  established 
the  legitimacy  of  children  born  after  such  treat- 
ment. 

.Many  physicians  still  (jucstion  whether  donor 
insemination  is  an  ethical  procedure®’''^!.  No  one’s 
opinions  are  any  better  than  his  facts.  In  my  ex- 
perience, those  most  opposed  to  this  therapy  have 
liad  little  or  no  experietice  with  it.  \\diether  or  not 
it  is  ethical  depends  upon  what  is  the  ellect  on  the 
individual,  the  family  and  the  common  good.  The 
results  depend  u|K)n  the  physician,  the  couple  and 
the  donor.  Of  these  the  physician  is  the  most  im- 
portant. The  first  responsibility  of  all  is  towards 
the  child.  If  this  therapy  results  in  the  enrichment 
of  the  marriage,  with  children  who  are  genetically 
well  endowed,  emotionally  well  loved,  and  who  in 
turn  will  be  an  as.set  to  the  community,  then  in  my 
opinion  the  therapy  is  ethical. 

I he  physician  is  solely  res[>onsible  for  the  two 
factors  which  determine  the  results— choice  of  cou- 
})le  and  choice  of  donor.  To  choose  wisely  re- 
(piircs  more  than  average  ability  and  experience. 
It  is  essential  that  the  physician  have  the  training 
to  understand  the  human  j^ersonality  and  to  eval- 
uate the  marriage  relationship.  Choice  of  couple 
and  choice  of  donor  rooted  in  such  knowledge 
lead  to  excellent  residts. 

Choice  Of  Couple-® 

The  emotional  criteria  are  of  prime  impor- 
tance. The  cpialifications  to  be  looked  for  are  that 
each  should  be  well  adjusted  and  feel  “well-mar- 
ried”. This  is  not  a means  “to  save  our  marriage”. 
That  is  too  much  of  a l)urden  to  place  on  any  child. 


,\  shaky  marriage  is  a definite  contraindication  to 
donor  inseminatiejn. 

They  should  have  a true  Icjve  of  children,  and 
individually  and  together,  shoidd  prefer  this  pro- 
cedure to  adoption.  Many  a husband  has  said,  “I 
prefer  a donor  baby  because  my  wife  is  the  woman 
I chose  to  be  the  mother  of  my  children,  and  I 
would  jjrefer  to  be  the  father  of  her  children.  Be- 
sides I too  want  to  live  through  the  experience  of 
my  wife  carrying  a child  that  I would  feel  to  be 
my  own.”  Other  husbands  say  “perhaps  this  child 
will  not  be  of  my  seed,  but  it  will  be  of  my  heart.” 
.Almost  all  of  them  express  greater  security  in  the 
genetic  endowment  from  a donor  cho,seti  by  the 
physician  compareil  with  the  unknown  father  of 
an  adopted  baby.  Both  must  be  in  rapport  in 
choosing  this  method  of  solving  their  problem. 

My  policy  is  to  investigate  the  emotional  cjuali- 
fications  before  the  medical  ones.  Adecpiate  time 
is  needed  outside  of  regular  office  hours.  Each  is 
interviewed  alone  with  assurance  of  inviolable  pri- 
vacy, and  then  together.  The  physician  must  be 
able  to  elicit  how  each  one  really  feels.  A con- 
scientious husband  who  is  ambivalent  or  even  se- 
cretly opposed  may  feel  “if  I cannot  give  her  a 
baby,  I have  no  right  to  stand  in  her  way  of 
having  her  own.”  Counselling  is  then  done  to  help 
him  realize  that  his  first  obligation  is  to  the  child, 
that  it  wall  not  add  to  their  happiness,  and  that 
it  may  even  hurt  the  marriage  unless  he  too  has  his 
own  need  to  have  children  and  prefers  this  solu- 
tion. Only  in  the  separate  interview  can  the  physi- 
cian elicit  the  emotional  factors  involved,  and  help 
each  to  ac(juire  insight  and  perspective. 

Occasionally  the  husband  may  confide  that  he 
came  against  his  own  desires,  but  is  afraid  to  op- 
po.se  his  wife.  I'his  is  a poor  environment  for  a 
donor  baby.  Even  wor.se  is  a domineering  wife 
who  is  hostile  and  rejecting  of  her  husband,  in 
addition  to  being  resentful  of  his  infertility. 

It  is  unwise  to  accej)t  a couple  for  this  procedure 
too  soon  after  the  husband’s  infertility  has  been 
discovered.  He  must  be  given  time  to  recover  from 
the  severe  shock  that  it  is  to  almost  every  man. 
The  degree  to  which  each  can  make  the  adjust- 
ment to  the  situation  and  to  the  marriage  is  a 
measure  of  the  emotional  stability  of  each,  and  of 
the  strength  of  the  bond  between  them. 

.After  adeejuate  interview,  if  the  physician  is  in 
doid)t  about  the  stability  of  the  marriage,  or  any 
of  the  emotional  qualifications,  referring  one  or 
both  to  a psychiatrist  for  further  exploration  is  a 
helpful  procedure. 

Medical  Indications-® 

If  the  couple  meet  the  emotional  cpialifications 
then  the  physician  will  evaluate  the  medical  in- 
dications. These  are: 
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1.  When  no  sperm  are  found  on  two  examinations 
and  further  investigation  reveals  the  canse  to  be 
irremediable.  In  every  instance  of  aspermia,  an 
immediate  post-ejacnlatory  urine  specimen 
should  be  examined  lor  sperm.  The  very  rare 
instance  of  retrograde  ejaculation  of  fertile 
sperm  into  the  l)ladder  will  thereby  not  be 
missed,  ami  the  wife  can  then  be  inseminated 
with  her  husband’s  spernT^”'’’'. 

2.  When  sperm  are  very  few  and/or  abnormal, 
with  clinical  sterility  of  several  years,  and  a 
fair  trial  with  intra-uterine  insemination  of  a 
split  ejaculate  has  been  ineffective. 

3.  When  Rh  incompatibility  has  already  resulted 
in  erythroblastotic  infant  (s) , and  the  couple 
request  insemination  of  the  wife  with  an  Rh 
neg.  donor. 

4.  When  the  husband’s  family  history  of  genetic 
disease  seriously  threatens  the  potential  nor- 
malcy of  his  own  children. 

5.  When  previous  children  oi  their  own  manilested 
genetic  disease  (Tay  Sachs,  Von  Gierke’s)  . 

6.  When  both  husband  and  wife  have  demonstra- 
bly reduced  fertility,  medical  help  has  been  un- 
successful, and  the  couple  request  the  physician 
to  obtain  highly  fertile  sperm  to  improve  the 
wife’s  chances  of  having  a baby.  This  group 
requires  particularly  good  judgment.  We  have 
taken  this  measure  only  occasionally  when  the 
wife’s  age  constitutes  an  additional  threat  to 
her  potential  fertility. 

Contraindications 

1.  If  there  are  any  medical  contraindications  to 
pregnancy. 

2.  If  they  do  not  meet  the  standards  presented 
under  emotional  qualifications.  The  physician 
cannot  afford  to  compromise  in  this  area. 

3.  If  the  wife  has  a history  of  serious  genetic  dis- 
ease in  her  family.  Most  physicians  would  need 
consultation  with  a geneticist. 

4.  If  full  knowledge  and  uncpialified  consent  by 
each  partner  is  lacking. 

5.  If  the  couple  have  informed  their  friends  and 
relatives  of  their  plans  for  donor  insemination. 

6.  If  the  couple  want  to  choose  their  own  donor, 
a friend  or  relative^®. 

7.  If  the  couple  has  just  learned  of  the  husband’s 
sterility,  and  this  knowledge  has  not  yet  had 
the  chance  to  demonstrate  its  influence  on  the 
couple  and  on  their  relationship. 

8.  If  during  the  counselling  sessions  between  the 
physician  and  couple,  doubts  have  been  raised 
about  any  phase  of  it,  either  in  the  physician, 
or  in  the  couple. 

The  motivation  on  the  part  of  either  mate  to 

request  donor  insemination  without  the  knowledge 


or  consent  of  the  other  partner  may  be  altruistic. 
Often  the  request  is  made  because  “I  don’t  want 
to  hurt  him,  and  if  he  knows  he  is  sterile,  he  would 
feel  crushed.”  Without  exception,  this  request  has 
been  refusetl.  It  is  unwise  and  unethical  to  carry 
out  this  procedure  without  the  knowledge,  emo- 
tional acceptance  and  signed  consent  of  both  pait- 
ners.  A person  too  immature  to  come  to  terms 
with  reality,  or  a marriage  which  could  not  survive 
truth  presents  a contraindication  to  this  therapy. 

In  order  to  weed  out  all  but  those  who  are  most 
anxious  for  this  help,  our  policy  is  to  encourage 
them  to  stop  if  either  show  any  inclination  to  do  so. 
No  set  Slim  is  collected  to  cover  a specific  time 
or  treatment.  Fees  are  charged  only  lor  each  treat- 
ment as  given,  and  in  general,  fees  are  lower  than 
for  other  medical  services  in  proportion  to  the 
amount  of  time  and  trouble  involved.  This  makes 
it  easier  for  couples  to  stop  treatment  any  time, 
even  shortly  after  a start  has  been  made.  They  are 
reminded  regularly  that  it  is  a gamble,  that  it  is 
“all  or  nothing”.  The  possibility  of  disappointment 
is  stressed  and  emphasized. 

Choice  Of  Donor-^ 

This  is  almost  as  important  as  choice  of  couple, 
and  again  this  is  solely  the  physician’s  responsibili- 
ty. I have  always  refused  the  request  of  the  oc- 
casional couple  who  preferred  to  choose  a friend 
or  relative  as  the  donor.  There  is  too  great  a risk 
that  this  would  create  serious  emotional  problems 
later  on.  For  appropriate  choice  of  donors,  the 
physician  needs  resources  from  which  to  select  a 
number  of  highly  fertile  men,  of  superior  genetic 
endowment  and  intelligence,  with  varied  ethnic 
and  religious  background^".  Complete  anonymity 
between  donor  and  couple  is  maintained  strictly. 
These  requirements  cannot  be  met  in  a small  com- 
munity. 

Recruiting  a suitable  group  of  donors  even  in  a 
large  metropolitan  city  is  an  arduous  task  for  the 
individual  physician.  We  have  the  opportunity  and 
the  responsibility  for  eugenics  to  rule^".  The  ma- 
jority of  our  donors  come  from  the  intern  and 
resident  staffs  of  our  local  hospitals.  They  are 
more  easily  available  on  short  notice  than  medical 
students.  Married  men  are  accepted  only  if  the 
wife  is  aware  of  and  is  sympathetic  with  the  pro- 
gram. We  do  not  accept  a husband  of  an  infertile 
wife  since  this  might  accentuate  her  sense  of  in- 
adequacy and  frustration.  Frequently  the  husband 
of  a wife  whose  indication  for  donor  insemination 
is  Rh  incompatibility  offers  to  be  a donor  be- 
cause “this  has  given  our  family  so  much  happi- 
ness, I would  like  to  help  out  some  other  family”. 
If  suitable,  they  are  accepted.  Some  of  our  donors 
are  students  in  one  of  our  colleges  of  music  and 
are  chosen  when  the  recipient  couple  is  musical. 
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Carelul  inatciiing  of  physical  appearance  is  clone, 
and  if  ihe  coloring  of  the  hushancl  and  wife  differ, 
we  are  ajjt  Kj  choose  the  husband’s  coloring.  When 
the  hahy  is  horn,  and  latei  on,  it  delights  ns  and 
the  couple  when  the  lelatives  connnent,  “spittin’ 
image  of  the  old  man”.  .\ma/ingly  often,  the  child 
is.  Religions  are  matched  except  that  Christian 
donors  arc  cho.sen  for  Jewish  couples  who  had  a 
child  Avith  lay  .Sachs  syndrome. 

Wheti  potential  donors  are  intervicAved,  careful 
iticjuiry  is  made  of  the  family  history,  (.enetic 
diseases  and  tendencies  are  incjuired  lor  carefully. 
W^e  are  of  cour.se  entirely  dependent  on  the  donor’s 
honesty.  It  is  reassuring  that  Avith  the  grouj)  from 
Avhich  Ave  chcjose,  once  the  inijjortance  of  their 
truthfulness  is  explained,  many  rule  themselves  out 
hy  reporting  unfavorable  family  history.  In  addi- 
tion their  sperm  has  to  he  in  the  highest  level  of 
fertility  as  evaluated  hy  detailed  semen  analysis 
and  hy  the  suhsccjtient  results  cjhtainecl. 

The  [jliysician  has  the  obligation  to  protect  the 
donor’s  emotional  needs  as  well.  His  feelings  about 
being  a donor  shoidcl  he  explcjred  Avith  him,  par- 
ticularly the  possibilities  of  this  being  a matter  of 
regret  in  the  future.  II  the  dcjnor  is  rejected  be- 
cause his  s])erm  count  is  loAver  than  our  standards 
for  donors,  or  some  of  the  other  sperm  findings 
indicate  fertility  Avhich  is  not  expecially  high,  Ave 
assure  him  that  our  not  accepting  him  as  a donor 
does  not  mean  that  he  will  he  unable  to  have  chil- 
dren Avhen  he  Avants  to.  Many  apjjlicants  Avhom  Ave 
have  refused,  suhsecpiently  have  no  fertility  prob- 
lem. If  occasionally  Ave  find  that  the  prospective 
donor  has  a severe  itifertility  problem  himself,  Ave 
are  truthful  Avith  him,  give  him  whatever  emotional 
support  possible,  and  guide  him  towards  medical 
help. 

If  accepted,  the  donor  is  then  instructed  in  the 
delivery  of  the  .semen.  He  is  told  to  Avash  his  hands 
before  obtaining  his  specimen  hy  masturbation, 
and  to  ejaculate  into  a cool,  sterile  glass  container. 
The  s|jecimen,  properly  Avrapped  and  addressed  to 
our  office  is  then  immediately  given  to  a taxi  man 
or  special  messenger  service.  In  this  Avay,  donor 
and  recipient  never  meet.  'The  semen  usually  ar- 
rives at  the  office  Avithin  an  hour  after  it  is  pro- 
duced. I he  donor  is  jraicl  $20.  to  $25.  jter  specimen. 

Procedure 

If  the  emcjtional  and  medical  cjualifications  are 
met,  the  couple  signs  a consent  sheet.  (Fig.  I) 
I'his  is  kept  in  a safety  vault  ;incl  is  the  only  legal 
protection  Ave  have  for  the  child  as  Avell  as  for  us. 
Its  main  value  is  the  insurance  that  should  there  be 
marital  conflict  leading  ter  legal  action  later  on,  the 
husband  oi  Avife  cannert  claim  that  the  donor  in- 
semination was  done  Avithout  knoAvledge  and  con- 
sent on  the  part  of  each.  I he  couple  is  advised  not 


I.  the  uiulei signed,  co  signer  with  iny  wife,  Mrs.  Mary 
Smith,  lierel))  re(|uesi  I)i.  Kleegmun  to  inseminate  inv 
wife  with  itie  speim  of  a foieign  donor  foi  tlic  purpose  of 
making  tiei  pregnant. 

I he  clioite  of  the  donoi  is  to  l>e  left  enlirely  to  llie 
discretion  of  I)r.  Klcegman.  \\'e  .sliall  not  liold  Dr.  Kleeg- 
man  or  her  a.ssociated  jrhysicians  resjtonsilrle  for  any 
miioward  results  as  a possible  outcome  of  this  procedure. 

I also  declare  that  should  my  wife  hear  any  child  or 
children  as  Ihe  result  of  such  insemination  (.s)  , such  child 
or  children  shall  he  as  my  own  before  all  men,  and 
shall  he  my  legal  heirts). 


•Signed 

John  Smith 
Hnshancl 

.\[ary  Smith 
Wife 

Date 

U’itne.ss 

(Sccietary) 

Witness 

(Physic  ian) 

I'lr.t'RE  I 

Con.sent  sheet  signed  hy  couples  in  this  series.  (From 
Kleegman,  .S.  J.:  Fherapeutic  Donor  Insemination,  Fertility 

and  .Sterility,  5:  7,  1954.) 

to  share  their  plans  Avith  any  friend  or  relative,  and 
to  keep  no  memo  among  their  papers  about  this. 
Legal  adoption  of  the  child  hy  the  husband  is  not 
advisetl. 

If  this  measure  is  nece.ssary  to  protect  the  child, 
then  the  couple  is  emotionally  unsuitable.  It  is 
to  the  tredit  of  the  medical  profession  that  Avith 
many  and  increasing  thousands  of  donor  babies  in 
this  country,  there  have  been  only  a fcAV  couples 
Avho  exposed  their  child  to  public  display  of  his 
parentage,  in  the  course  of  taking  their  marital 
conllict  into  court.  As  more  jjrotective  laws  Avill 
he  ])a,ssed  for  the  children  of  donor  insemination  all 
children  Avill  he  protected  against  such  trauma. 

Management  Of  Treatment 

If  past  history  and  pelvic  findings  indicate  that 
the  fertility  is  normal,  no  fertility  tests  are  done. 
It  seems  pointless  to  subject  a woman  to  an  infer- 
tility diagnostic  study  when  she  has  not  had  the 
opportunity  to  demonstrate  her  fertility.  This 
policy  is  particularly  supported  since,  of  those  avo- 
nien  Avho  do  conceive,  one  third  do  so  after  treat- 
ment in  the  first  cycle. 

Choice  Of  Day’^  ^4 

That  depends  uj4on  hoAV  regular  her  menstrual 
cycles  are.  She  is  given  a basal  temperature  chart 
Avith  detailed  instructions  hoAv  to  keep  it^''*^.  Sub- 
jective symptoms  of  ovulation,  ovulatory  mucus 
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and  ovulatory  discomfort,  “mittelschmerz”,  are 
asked  for.  If  she  is  a^vare  of  tliem,  the  choice  of 
day  is  simple.  If  she  has  none,  they  are  neverthe- 
less described  to  her  in  detail,  and  she  is  asked 
to  watch  for  them,  ami  record  them  on  her  tempera- 
ture chart  whenever  they  occur^'*’  Fifty  pet 

cent  of  women  have  or  can  be  taught  to  recogni/.e 
some  subjective  signs  of  ovulation.  When  she  has  a 
complete  cycle  recorded,  we  then  have  a better 
idea  how  to  chose  the  day,  or  instruct  her  how 
to  choose  it.  We  do  not  arbitrarily  set  up  three 
treatments  every  two  days  during  the  mid-cycle, 
which  is  the  custom  of  some  physicians.  We  try 
to  pitipoint  the  day  closely  enough  to  give  her 
one  appointment.  II  two  days  later,  she  shows 
no  signs  of  having  ovidated,  she  will  then  call  and 
we  arrange  a second  appointment  that  day.  Only 
occasionally  do  we  have  to  give  a third  treatment 
in  the  same  cycle.  If  no  pregnancy  occurs  after 
treatment  in  two  cycles,  then  we  do  a tubal  in- 
sufflation with  COo.  If  she  has  not  conceived  after 
treatment  for  six  cycles,  then  she  too  has  a fertility 
problem,  since  of  the  women  who  conceive,  90  per 
cent  do  so  within  1-6  cycles.  She  is  then  advised 
to  have  a diagnostic  study  lor  infertility  before 
continuing  further^s. 

If  the  woman’s  cycles  are  ovidatory  but  irregidar 
—30  to  40  -j-  days,  she  is  taught  the  “self-stretch” 
test^^.  This  is  a coined  word  for  teaching  her  how 
to  aspirate  her  vaginal  secretions  starting  3—4  days 
before  her  first  expected  day  of  ovrdation,  and 
continuing  daily  until  about  two  days  alter  ovida- 
tion.  She  is  taught  how  to  look  for  the  changes  in 
the  aspirated  vaginal  secretions.  Quantity  of  mucus, 
change  in  appearance  from  white  to  clear,  and 
particularly  the  height  to  which  the  mucus  can 
be  stretched  are  all  noted.  This  has  made  it  pos- 
sible for  us  to  treat  women  successfully  with 
cycles  which  vary  from  40—80  days.  We  had  one 
woman  who  ovulated  and  became  jnegnant  on 
day  71  in  her  cycle.  The  j)hysical  changes  in  the 
aspirated  mucus®’^'^  ‘^  and  the  recognition  of  ovu- 
latory discomfort  when  present's,  will  save  many 
useless  and  needless  inseminations.  For  this  kind 
of  management,  one  must  be  able  to  alert  donors 
and  they  must  be  able  to  respond  to  a call  on  the 
day  they  are  needed.  This  is  much  more  burden- 
some to  the  physician  than  setting  up  three  treat- 
ments in  advance,  but  it  does  reduce  the  number  of 
ineffective  treatments  given  too  long  before  ovula- 
tion, or  too  late  after  ovulation.  In  our  series  be- 
tween 58  per  cent— 60  per  cent  of  those  who  con- 
ceive had  only  one  insemination  in  the  cycle  of 
conception-®.  An  additional  32  per  cent  had  two 
inseminations  in  the  successful  cycle. 

“Will  you  mix  my  husband’s  semen  with  the 
donor’s?”  is  frequently  asked,  whether  or  not  the 
husband  has  any  sperm  at  all.  For  the  first  fif- 


teen years,  and  if  the  husband  did  have  some 
sperm,  the  husband  would  come  with  his  wile, 
produce  a specimen,  which  I would  then  instill 
into  the  vagina  directly  alter  injecting  the  donor  s 
semen.  If  the  husband  had  no  sperm,  the  cou[)le 
would  be  told  that  there  were  none  to  mix.  This 
type  of  “mixing”  was  a hardship  on  the  hitsband 
for  several  reasons,  especially  since  many  of  the 
couples  came  from  a distance.  Therefore  lor  the 
past  twenty  years  my  answer  to  this  question  is— 
“The  best  way  to  mix  sperm  is  for  you  to  have  in- 
tercourse the  night  of  the  treatment  day.  It  is  a 
more  nattiral  way  of  mixing  and  helps  to  move 
the  sperm  along”.  This  has  satisfied  the  conples 
and  often  the  husbands  feel  they  have  an  active 
participation  in  helping  towards  a successhd  out- 
come. 

Technique  Of  Insemination 

The  woman  is  placed  on  the  table  and  pelvic 
examination  is  done.  An  unlubricated,  sterile  spec- 
ulum is  inserted  and  tbe  cervical  os  is  exposed  in 
good  light.  The  endocervical  secretion  is  aspirated 
with  a glass  pipette  attached  to  a bulb  for  evaluat- 
ing the  presence  of  the  ovidatory  characteristics 
of  cervical  mucus,  quantity,  appearance,  spinn- 
barkeit,  cellular  content  and  fern. 

The  foot  of  the  table  is  then  elevated  so  that  the 
pelvis  is  tilted  at  an  angle  of  45°.  The  semen  is 
aspirated  into  a cold,  dry,  sterile  syringe  attached 
to  a cannula.*  Two  drops  are  taken  for  micro- 
scopic examination  for  number  of  sperm,  their 
motility,  and  number  of  leukocytes.  The  tip  of  the 
cannula  is  placed  just  within  the  external  os,  and 
the  semen  is  instilled  slowly.®®  Most  of  the  semen 
flows  back  into  the  vault  of  the  vagina.  The  spec- 
ulum is  then  withdrawn  slowly  so  that  none  of  the 
semen  is  withdrawn  with  the  posterior  blade.  Be- 
cause of  the  tilt  ot  the  pelvis,  this  leaves  the  ex- 
ternal os  submerged  in  the  seminal  pool.  The 
foot  of  the  table  is  then  lifted,  ami  she  is  left  with 
her  pelvis  elevated  and  her  body  stretched  out  full 
length  comfortably  for  20-30  minutes.  With  the 
years,  several  other  variations  of  technic  have  been 
cried.  For  a time  I used  tbe  cervicap  as  suggested 
by  Whitelaw^i  but  the  results  were  not  improved 
thereby.  Tbe  study  done  by  Sobrero  and  Mac- 
Leod®^ which  shows  the  almost  immediate  insem- 
ination of  the  cervical  canal  following  intercourse 
may  be  the  reason.  Allowing  the  patient  to  lie  on 
the  table  for  at  least  20  minutes  does  improve  the 
percentage  of  conceptions.  Tilting  the  pelvis  up 
projects  the  cervix  directly  into  the  pool  of  semen. 
Before  the  woman  gets  olf  the  table  a lamb’s  wool 
tampon  is  inserted  into  the  middle  third  of  the 

* The  Kleegman  cannula  is  manufactured  by  J.  Marco  and 
Son,  601  Dow  .\venue,  Oakhurst,  N.  J. 
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vaginal  canal  to  save  the  annoyance  of  the  drip, 
and  the  tamjjon  does  not  absorb  the  semen.  It  is 
interesting  to  note  that  active  sperm  are  found 
in  the  cervical  secretion  2— .S  days  alter  insemina- 
tion, and  occasionally  sj^erm  of  good  motility  are 
found  as  many  as  five  days  alter  insemination. 
To  what  degree  they  have  the  capacity  to  feitili/.e 
is  clifliciilt  to  say. 

Invariiibly,  the  conjjles  who  return  lor  more 
children  w;mt  the  same  donor  “because  this  baby 
is  so  wonderful”.  The  answer  is,  “w'e  promise  yon 
only  that  the  clotior  will  be  superior  genetically, 
that  he  will  be  of  similar  religion  and  naticjnal 
origin,  and  the  jjhysical  appearance  will  be  matched 
carefully.  .All  else  of  the  child’s  personality  de- 
pends u|)on  what  you,  his  parents,  prcrvicle  for  him 
in  his  environment.” 

How  should  the  birth  certificate  be  signed? 
Those  who  treat  the  woman  and  then  deliver  her 
do  not  hesitate  to  record  the  hu,sbancl  as  the 
child’s  father,  and  anonymity  is  carefully  main- 
tainecT'’’’’-’-*'’^’’.  .Since  many  of  our  patients  come 
from  a distance,  they  are  advised  not  to  disclose 
to  their  local  obstetrician  the  history  of  the 
onset  of  the  pregnancy  since  it  has  no  bearing 
on  the  obstetric  care,  d'hcrefore  as  far  as  the  child’s 
world  is  concerned,  he  is  the  child  of  the  couple. 
.Medical  ethics  recpiires  that  the  protection  of  the 
well  being  of  the  child  and  of  the  family  rec|uires 
the  highest  priority. 

In  the  report  cm  donor  insemination  given  in 
1953-®,  the  possibility  of  a frozen  semen  bank 
was  discussed  with  the  possibility  that  each  semen 
specimen  be  so  carefully  and  comprehensively  re- 
corded that  the  needs  of  each  couple  be  met  on 
an  individual  basis.  I did  not  know  that  a start 
had  already  been  made,  for  in  the  same  year  four 
normal  babies  were  reported  as  the  result  of  using 
frozen  semen  obtained  from  donors'*. 

There  are  norv  several  centers  which  maintain 
frozen  semen  banks,  and  the  freezing  process  has 
been  considerably  improved.  Normal  babies  have 
been  reported  by  several  workers  in  this  field  just 
in  the  past  few  years-’*’-’*’**’*^'*'-'’'*-''*'*-.  Although 
the  percentage  of  motile  sjrerm,  even  when  good 
sjjerm  are  frozen,  is  less  than  in  a fresh  specimen, 
and  the  percentage  of  pregnancies  lower‘d'  this 
technicpie  will  make  good  frozen  semen  available 
anywhere  in  the  country.  .Some  of  these  babies 
were  conceived  from  frozen  semen  flown  a con- 
siderable distance  to  the  physicians-’'*. 

As  an  example  of  the  increasing  acceptance  of 
donor  insemination,  in  my  own  practice,  four 
couples  were  treated  with  donor  insemination  from 
1930-1931;  10  from  1935-1939;  181  from  1945- 
1959  (.some  of  these  were  repeaters).  With  this 
increasing  acceptance  by  our  society,  and  the  in- 
creased legal  protection  which  the  children  and 


mothers  will  have  in  the  near  future,  and  with  the 
availability  of  frcjzcn  semen  to  any  geographic 
area,  there  is  now  even  greater  need  that  the 
physician  and  the  couple  should  have  the  protec- 
tion ol  belter  supervision  and  diieclion. 

Undoubtedly  most  of  the  fiozen  semen  banks 
will  be  housed  in  meclic;tl  centers,  .so  that  the 
choice  of  donor  will  have  the  advantage  of  expert 
supervision.  On  the  other  hand,  there  are  now 
axailable  .semen  banks  small  enough  tc^  fit  into  a 
private  oHice.  Few  physicitms  have  the  psycho- 
logical training  to  choose  the  couple  with  adc- 
ejuate  protection  not  only  to  the  child,  but  to  the 
couple’s  emotional  needs  as  well.  I'herefcne  there 
should  be  resources  established  in  every  medical 
center  so  that  physicans  can  refer  couples  for 
counselling,  both  as  to  donor  insemination  and 
genetic  counselling  in  order  to  safeguard  the  po- 
tential great  good  of  this  therajjy^*. 

I'he  terminology  vtiries  depending  on  the  au- 
thor. However  the  most  frecpient  terms  used  are 

1. 1). —artificial  in.semination  donor,  and  .\.I.H.— 
artificial  insemination  husband.  I personally  prefer 
to  diffentiate  between  the  term  “artificial  insem- 
ination,” which  has  long  been  used  in  animal  hus- 
bandry fcjr  financial  profit,  and  insemination  of 
the  wife  of  an  infertile  husband  for  the  cure  of 
that  couple’s  sterility.  In  addition,  artificial  insem- 
ination in  the  human  has  been  the  subject  at 
times  of  lurid  sensationalism.  F'cn'  these  reasons, 
and  because  of  the  negative  association  with  the 
word  “artificial”,  the  term  “therapeutic”^'^  donor 
or  husband  insemination  is  recommended  depend- 
ing on  the  source  of  the  sperm. 

Results 

It  is  interesting  that  with  the  years  the  preg- 
nancy rate  has  not  risen.  I'his  is  probably  because 
from  my  earliest  years  of  practice  Dr.  Robert  L. 
Dickinson,  that  master  clinician,  taught  me  the 
details  of  detection  of  ovulation**’.**.  .Also,  the 
donors  chosen  were  always  restricted  to  the  highest 
potential  of  fertility.  Potter*'*  in  analyzing  seven 
authors,  .series  stated  that  the  methods  of 

computing  statistics  were  not  accurate.  Our  meth- 
od is  to  count  anyone  who  has  received  only  one 
insemination  without  becoming  pregnant  as  a fail- 
ure, since  so  many  of  our  patients,  who  become 
pregnant  after  only  one  insemination  are  counted 
as  a success.  On  that  basis,  at  last  count  taken  in 
1965,  we  have  about  300  babies,  with  two  sets  of 
twins.  The  percentage  of  women  who  become  preg- 
nant after  1-6  cycles  was  68  per  cent. 

The  follow-up  of  the  children  and  families  has 
been  particularly  rewarding.  With  two  exceptions 
these  children  are  as  a group  more  outstanding 
than  are  the  children  of  infertile  parents  who  had 
their  own,  and  the  group  whose  parents  had  no 
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fertility  problem  at  all.  I believe  the  reason  is  that 
these  children  were  more  -wanted  and  more  cher- 
ished. 

\Vith  the  help  of  yearly  Christmas  cards,  the 
follow-np  has  been  particularly  good.  There  has 
been  one  divorce  when  the  child  was  4V2  years 
old,  but  the  father  loves  his  child  “more  than  any- 
one else  in  the  world”  and  has  remained  a devoted 
and  generous  father  for  24  years.  The  mother  has 
been  wise  enough  to  support  this  good  relationship. 

W^orld  ^Var  II  trapped  one  mother  and  her  child 
in  the  Near  East.  After  six  years  of  this  enforced 
separation  she  preferred  to  remain  there  with  her 
family.  One  child,  now  20  years  old,  is  having- 
serious  emotional  difficulties  -with  her  mother  re- 
lationship. The  mother  is  one  woman  whose  emo- 
tional instability  I missed  until  the  end  of  the 
visit  when  I had  given  her  the  first  treatment  and 
resolved  then  to  go  no  further.  However  she  be- 
came pregnant.  Her  marriage  has  been  progres- 
sively deteriorating.  Nevertheless  the  husband  has 
remained  because  of  his  devotion  to  the  child. 

To  my  knowledge,  four  of  the  children  had 
emotional  problems  severe  enough  to  reqtiire  some 
psychological,  and  in  one  instance,  psychiatric  help. 
The  emotional  problems  were  unrelated  to  the 
donor  insemination.  All  these  children  were  helped 
and  are  doing  well.  The  intellectual  and  achieve- 
ment level  of  tltese  children  is  a tribute  in  part  to 
the  donors. 

Complications 

All  occurred  in  the  group  reported  in  1954(28)  . 
We  have  not  had  any  since.  Two  women  were  in- 
fested with  trichomonads,  although  the  parasites 
were  not  recognized  in  the  semen.  Two  women 
developed  streptococcal  pelvic  infections  7 and  12 
days  after  insemination  from  a semen  which  was 
split  between  them.  One  did  not  get  pregnant 
that  cycle,  and  she  developed  an  acute  salpingitis 
with  pelvic  peritonitis.  She  responded  well  to  pen- 
icillin. Fortunately  she  made  a prompt  and  com- 
plete recovery  since  she  conceived  later  with  donor 
insemination. 

The  other  woman  conceived  in  that  cycle,  had 
a low  grade  temperature  for  three  days,  moderate 
abdominal  pain,  and  responded  quickly  to  anti- 
biotics. The  rest  of  her  pregnancy  was  uneventfid, 
with  a normal  delivery  and  puerperium,  and  full 
term  normal  child.  She  subsequently  had  two  more 
children  with  the  help  of  donor  insemination. 

Six  couples  with  one  or  tw'o  donor  babies  sidr- 
•sequently  had  one  child  of  their  own,  and  one 
couple  had  two.  Of  these,  semen  examination  done 
shortly  after  the  onset  of  pregnancy  showed  no 
improvement  of  the  sperm  in  four,  and  significant 
improvement  in  one.  One  -w'as  not  rechecked.  In 
one  couple,  the  husband  was  aspermic  and  testic- 


idar  biopsy  showed  marked  fibrosis  before  the 
wife  was  treated.  She  then  had  two  babies  follow- 
ing donor  insemination.  When  she  had  her  third 
child  without  any  help  other  than  with  her  hus- 
band, she  was  entirely  co-operative  in  asking  her 
husband  to  come  and  have  his  semen  rechecked. 
Not  a single  sperm  could  be  found.  The  report 
I gave  him  was  “You’re  just  lucky”. 

Four  women  whom  we  treated  unsuccessfidly  with 
donor  inseminations  for  one  to  six  cycles  subse- 
quently became  pregnant  with  their  husbands  and 
had  full  term  babies.  One  of  these  husband’s  semen 
showed  notable  improvement  and  the  other  three 
were  just  as  poor.  One  woman,  in  between  two 
tlonor  babies,  became  pregnant  with  her  husband, 
and  aborted  spontaneously  in  the  second  month  of 
gestation.  Her  husband’s  semen  was  extremely 
poor. 

Three  coiqrles  who  came  for  donor  insemina- 
tion because  the  semen  was  very  poor,  and  the 
period  of  infertility  was  four  or  more  years  were 
given  a trial  with  intrauterine  insemination  of  a 
split  ejaculate-".  The  split  ejaculate  specimen  con- 
tained an  adecjuate  count— 60  million  or  more,  and 
they  became  pregnant  within  1—3  months.  Many 
other  couples  with  semen  in  etjually  poor  levels 
did  not  become  pregnant  with  this  trial  with  their 
husband’s  semen  and  sidrsequently  did  become 
pregnant  with  donor  insemination. 

It  is  comforting  to  know  that  in  these  couples 
who  had  children  of  their  own  after  the  donor 
babies,  the  parent-child  relationship  was  not  dis- 
turbed in  any  way.  Interestingly  enough,  each  of 
these  fathers  said  “I’m  sure  it  is  because  of  the 
happiness  brought  by  our  first  children  that  we 
were  able  to  have  this  one  ti^gether.”  This  illu- 
strates the  importance  of  carefid  choice  of  coiqile 
based  iq>on  their  emotional  qualifications. 

Preventive  Measures'^^ 

It  is  amazing  how  few  of  these  husbands  knew 
of  their  infertility  before  marriage.  Even  the  gronp 
with  cryptorchidism  who  did  not  have  surgery 
until  after  puberty  were,  with  few  exceptions,  given 
no  hint  that  they  might  be  sterile.  Only  a few 
knew  of  their  sterility  and  informed  their  prospec- 
tive wives  before  the  wedding.  These  couples  mar- 
ried with  the  plan  to  have  donor  insemination. 

Even  today,  too  many  instances  of  crytorchidism 
are  not  treated  early  enough^  ".  Apparently  more 
education  of  physicians  is  needed  so  that  they 
include  palpation  of  the  scrotum  routinely  as  part 
of  their  general  examination. 

Since  varicoceles  may  reduce  the  fertility  of 
the  sperm,  varicocelectomy  is  indicated  for  hus- 
bands who  show  evidence  of  impaired  fertility 
1,8,38  Annual  examination  of  the  sperm  should 
be  done  on  any  man  with  a varicocele  even  be- 
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fore  marriage  to  watch  for  any  notitcaltle  damage 
to  the  sperm. 

Prevention  of  venereal  disease  in  l)oth  sexes  is 
an  important  measnre.  Although  the  incidence  in 
private  practice  is  much  lower  than  in  clinic 
patients,  there  is  a rising  incidence  among  the 
general  jjojndation,  particidarly  in  the  younger 
groups.  Eclucational  and  therapeutic  programs 
need  to  be  carried  out  more  vigorously.  I'he  med- 
ical profession  has  the  particidar  responsibility  to 
make  sure  that  each  infection  is  reported  to  the 
local  health  department  so  that  the  chain  ol  in- 
fection may  he  traced  to  its  source. 

Hopeftilly,  some  protective  immuni/ation  against 
mumps  will  he  developed  and  thereby  reduce  the 
small  jtercentage  of  males  rendered  inlertile  by 
mumps  orchiclitis. 

.\  widespread  program  of  education  for  sex, 
marriage,  and  paretuhood  would  not  only  lead  to 
more  harmonious  home  life,  btit  would  also  pro- 
tect and  prcjmote  lertility'-'^-"'^*^.  For  example,  it 
would  reduce  the  incidence  of  impotence  and 
frigidity-'-*-^''''’-'*.  To  an  increasing  degree,  medical 
educators  are  beginning  to  meet  their  responsibility 
by  taking  “the  leading  role  in  initiating  a national 
program  for  educating  the  medical  profession  in 
family  life  aspects  of  patient  care”^".  I'he  pace  ol 
this  increase,  hopefidly,  will  be  cpnckened. 

Summary 

riierapcutic  donor  insemination  helps  the  wife 
of  the  sterile  or  seriously  infertile  man  to  achieve 
her  emotional  and  biological  fulfillment  as  a 
mother.  It  is  a therapy  in  which  the  medical  as- 
pects are  sidtservicnt  to  the  emotional,  religious, 
social  and  legal  thinking. 

rhere  is  a rapidly  growing  acceptance  of  this 
therapy,  particularly  in  the  past  fifteen  years, 
which  has  affected  a change  in  mores  of  sufficient 
degree  so  that  for  the  first  time,  Oklahoma  passed 
a law  legalizing  donor  insemination  and  protect- 
ing the  legitimacy  and  inheritance  rights  of  the 
child,  as  well  as  the  marital  integrity  of  the  couple. 

Experience  of  one  jjhysician  is  presented  cov- 
ering a span  of  ,S7  years,  during  which  time  about 
800  babies  have  been  born  as  a residt  of  this  ther- 
apy.  Follow  u])  of  about  half  of  the.se  babies  over 
a period  of  years,  has  ])roven  that  with  experience 
and  careful  choice  of  couple  and  of  donor,  thera- 
peutic donor  insemination  residts  in  superior  chil- 
dren who  are  of  benefit  to  their  families  and  to 
their  communities.  The  complicaticjns  and  unto- 
ward residts  are  fewer  than  in  comparable  groups 
of  children  conceived  naturally  between  husbands 
and  wives. 

Frozen  semen  banks  have  been  the  source  of  a 
small  number  of  children.  This  group  will  undoubt- 
edly increa.se  in  the  future,  since  this  will  make 


donor  semen  available  to  couples  in  any  area  of 
this  and  other  countries.  Fhis  makes  it  necessary 
that  this  field  be  supervised  by  cptalified  experts 
in  medical  centers  who  will  take  the  responsibility 
for  advising  the  physicians  and  the  couples.  This 
supervision  should  also  be  extended  to  the  as- 
sembling of  siutable  donors  with  superior  eugenic 
and  personal  attributes. 

Little  is  known  about  many  aspects  of  male  ster- 
ility and  infertility^--.  .Some  preventive  aspects 
are  presented. 

Physicians  and  medical  organizations  interested 
in  this  field  need  to  further  the  start  already  made 
to  pass  laws  to  protect  the  children  resulting  from 
this  treatment  and  to  protect  the  marital  status  of 
their  mothers. 

Fherapeuiic  donor  insemination  is  necessary  and 
good  if  carried  out  withiti  the  framework  herein 
presented.  Fhe  children  are  superior,  the  families 
in\'olvecl  are  enriched  and  therefore  contribute  to 
the  good  of  the  commutiity. 
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Agency  Adoption  Practices  In  Connecticut 

Nathan  E.  Sklar,  A.C.S.W. 


■ Oljstetricians  in  Connecticut  should  feel  com- 
lortahle  in  referring  coujrles  to  adoption  agencies. 
Long  waiting  lists,  endless  interviews  and  “ideal 
matching”  of  child  to  the  parents  are  passe. 

■Agencies  are  publicizing  the  number  ol  children 
placed  for  adoption.  Public  lorums,  and  news- 
paper articles  arc  being  utilized  constantly  by 
agency  staff  to  seek  out  possible  applicants.  Phis 
is  in  sharp  contrast  to  the  situation  prevalent  be- 
fore the  passage  of  Public  Act  20.S  at  the  1957  Legis- 
lative Session,  which  virtually  eradicated  the  inde- 
pendent placement  of  illegitimate  or  unwanted 
children  by  third  parties. 

No  Probate  Ciourt  may  accept  an  application 
for  adoption  unless:  (1)  the  child  to  be  adopted 
has  been  placed  in  the  aclo|)tive  home  by  the  Com- 
missioner of  Welfare  or  by  an  agency  licensed  by 
the  Ciommission;  (2)  the  child  is  to  be  adopted 
by  a close  relative,  namely,  a step-parent,  sistei, 
brother,  aunt,  uncle  or  grandparent;  (3)  the  child 
is  received  by  the  proposed  adopting  parent  Irom 
an  authorized  agency  outside  the  state  with  written 
consent  of  the  State  W^clfare  Ciommissioner  of  (ion- 
nectic  nt. 

Under  this  act  it  is  possible  lor  the  mother  to 
surrender  her  child  to  an  authorized  agency  by 
cle])osition,  without  a court  hearing.  This  procedure 
allows  for  earlv  placement  of  the  child  with  the 
adopting  conj)le.  The  Ciatholic  Ciharities  ol  the 
Diocese  ol  Bridgeport  normally  places  infants  at 
the  sixth  or  eighth  week  of  age,  “except  if  delays 
occur  because  ol  medical  care  or  out  of  considera- 
tion lor  the  mother’s  delay  in  reaching  a decisioti.” 
Woodfield,  a maternity  home  in  Bridgej)ort,  states 
“almost  all  . . . placements  are  infants  under  three 
months,  consistent  with  Child  Welfare  League  of 
■Americ an  standards.” 

It  is  possible  to  place  children  with  families  of 
a religion  different  than  that  of  the  mother,  pro- 
viding consent  is  given  to  the  agency.  However, 
every  effort  is  made  to  fiticl  an  adoptive  home 
compatible  with  the  religion  of  the  mother. 

■Applicants  now  are  not  automatically  rejected 
by  agencies  if  there  are  no  infertility  lindings.  For 
example,  the  Catholic  Ciharities,  Diocese  ol  Nor- 
wich, as  a mattei  of  ]>olicy  noted  in  a letter,  “in 
kee])ing  with  good  social  work  practices,  we  do 
not  reject  applications  where  no  known  medical 
reason  accounts  for  childlessne.ss”.  .Another  ap- 
])roach  to  the  problem  of  inlertility  utilized  by 


the  Children’s  Services  of  Connecticut,  Inc.,  based 
in  Hartford  but  serving  many  sections  of  the  State, 
is  to  reejnest  the  applicants  to  file  a medical  state- 
ment regarding  the  cause  of  infeilility.  “This  does 
not  mean  that  there  has  to  be  proof  of  infertility 
but  we  want  verification  that  a family  has  done 
what  they  can  to  have  natural  children.” 

In  a newspaper  article,  the  Director  of  the  jewish 
Family  and  Children’s  Service  of  New  Haven  made 
reference  to  second  and  third  adoption  placements 
having  been  made  with  a family  who  have  had 
other  children  of  their  own  or  through  adciption. 
I'he  Family  and  Children’s  Services,  Fairfield 
County,  in  a policy  statement  approved  by  the 
Board  of  Directors,  January  18,  1965,  jnovides 
that  “.  . . couples  having  one  child  and  unable  to 
have  a second  are  most  welcome  to  a])|)ly.  d'he 
agency  gives  special  priority  to  applications  for  a 
second  child  by  parents  whose  first  child  was 
adopted  through  it,  believing  that  families  prosper 
best  where  there  is  more  than  one  child.” 

Policies  on  length  of  marriage  and  age  have 
come  in  for  a drastic  overhaul.  Jewish  Social 
Service  of  Hartford,  for  example,  has  no  defined 
age  limitations  lor  applicants  but  recpiires  that  the 
couple  should  be  married  at  least  three  years. 
Other  agencies  vary  on  marriage  recpiirements  with 
the  maximum  being  at  least  five  years.  There  is 
usually  a cut-olf  on  eligibility  if  the  husband  is 
over  forty-live  years  of  age.  Leeway  is  given  on  age 
if  the  particidar  child  is  handicapped  or  an  older 
child  is  being  considered  for  j)lacement. 

Fees  are  related  to  the  economic  situation  of 
the  adoptive  parents.  Fhe  maximum  fee  is  fifteen 
hundred  dollars  based  on  an  annual  inccmie  of 
over  fifteen  thousand  dollars.  Some  agencies  waive 
fees  if  indicated.  Ba,sed  on  a survey  of  agencies 
the  range  of  lees,  inclnding  court  costs,  would  be 
two  hnndred  and  fifty  dollars  ii]3  to  fifteen  hun- 
dred. .Again,  the  jjolicies  stress  that  every  cou})le 
is  given  consideration  of  their  particidar  cirenm- 
stances  to  facilitate  placement.  One  Cionnectient 
agency,  written  np  in  the  Whtll  Street  Journal, 
actually  subsidized  low  income  families  who  took 
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more  than  one  child.  This  concept  derives  from  the 
theory  that  difficult  to  place  children  because  of 
racial  factors  should  be  given  every  opportunity 
to  become  part  of  a family  rather  than  suffer  in- 
numerable short  term  foster  home  placements. 

Physicians  who  have  couples  capable  and  will- 
ing to  accept  physically  handicapped  children,  or 
siblings  who  must  be  kept  together,  or  children  of 
minority  groups,  should  be  referred  to  the  Adop- 
tion Resource  Exchange,  of  the  State  Welfare  De- 
partment located  in  the  State  Office  Building, 
Hartford,  Connecticut.  Mrs.  Marie  Corder,  super- 
visor of  the  Exchange,  in  the  1966  annual  report, 
cites  that  thirty-four  couples  accepted  thirty-six 
children  during  the  year.  Of  the  group  two  had 
severe  physical  handicaps,  two  had  mild  physical 
handicaps,  and  two  had  severe  emotional  prob- 
lems. The  Exchange  serves  as  a clearing  house  for 
all  child  placing  agencies  in  the  State.  01  live 
hundred  twelve  children  registered  from  May  1, 
1960  through  June  30,  1965,  two  hundred  thirty 
four  were  adopted. 

The  State  Welfare  Department  succeeded  in  ef- 
fecting sixty  adoptions  in  1965-1966.  State  work- 
ers assist  Connecticut  couples  who  may  be  adopt- 
ing children  from  out  of  state  agencies  by  com- 
pleting studies  for  the  court  in  cooperation  with 
authorized  agencies  outside  of  the  state. 

Between  the  State  Welfare  Department  and 
Connecticut  private  social  agencies  a total  of  eight 
hundred  and  forty-five  children  were  legally 
adopted  for  the  year  1965-1966.  The  median  age 
at  time  of  jalacement  was  2.1  months  by  private 
voluntary  agencies  and  25.4  months  for  the  State 
agency.  The  pronounced  difference  is  due  to  miti- 
gating legal  factors  in  securing  termination  of 
parental  rights  preliminary  to  adoption. 

This  information  indicates  that  social  agencies 
are  eager  to  cooperate  with  their  clientele  in  pro- 
viding a positive  experience.  From  time  to  time 
popular  articles  decry  the  inflexibility  and  restric- 
tive policies  of  social  agencies  which  make  it  vir- 
tually impossible  to  adopt  a child.  Otir  Connecticut 
experience  proves  to  be  otherwise. 

Obstetricians  who  are  daily  confronted  with 
patients  whom  they  feel  should  be  referred  to 
social  agencies  should  not  hesitate  to  do  so.  When 
discussing  referrals  it  would  be  wise  to  regard 
social  agency  personnel  as  considtants  who  are  pro- 
fessionally qualified  individuals  available  to  assist 
the  patients  to  achieve  desired  goals.  It  is  under- 
standable that  physicians  and  patients  who  have 
had  no  previous  experience  with  social  agencies 
may  be  apprehensive  abotit  what  is  to  be  expected 
once  the  initial  appointment  is  agreed  to.  Patients 
should  be  apprised  of  the  changes  that  have 
taken  place  in  Connecticut  Social  Agencies,  espe- 
cially the  myth  of  being  mired  in  red  tape.  The  old 


stereotype  of  a busybody  social  worker  should  be 
laid  to  rest  as  standards  for  social  workers  have 
improved  to  the  point  where  most  private  agencies 
retjuire  their  staff  to  have  a masters’  degree  from 
an  accredited  school  of  social  work. 

Agencies,  public  and  private,  retjuire  medical  in- 
formation on  the  referred  cotiples.  The  informa- 
tion is  confidential.  The  couple  will  sign  a release 
for  the  physician  to  submit  appropriate  medical 
data  on  the  agency  form.  One  part  woidd  be  a 
general  irhysical  and  the  other  on  infertility.  All 
agencies  have  medical  considtants  who  devise  the 
forms.  If  questions  do  arise  on  the  information  sub- 
mitted the  referring  physician  will  be  consulted. 
The  considtation  usually  would  relate  to  the  ques- 
tion of  longevity  of  a potential  parent  because  of 
heart  disease  or  other  jDositive  findings  noted  in 
the  examination.  However,  the  primary  concern  of 
the  agency  is  to  ascertain  that  couples  have  ex- 
plored their  inability  to  conceive.  Agencies  utilize 
the  medical  data  “.  . . not  prohibitively,  but  rather 
to  better  understand  their  clients  and  help  them 
reach  the  most  sound  decision”. 

Regarding  the  agency  study  of  the  applicants, 
there  are  no  absolute  rules  that  qualify  or  dis- 
qualify. An  honest  attempt  is  made  to  assess  all 
factors,  health,  length  of  marriage,  age,  capacity 
to  love  and  guide  a child  to  develop  his  potential. 
Office  interviews  are  conducted  along  with  home 
visits  so  both  the  agency  and  the  couple  have  a 
better  tinderstanding  of  the  entire  process.  Usually, 
the  agency  after  accepting  the  couple  is  able  to 
place  a child  for  adoption  from  within  two  months 
to  a year.  Personal  references  are  interviewed  with 
the  consent  of  the  couple.  One  agency  has  estab- 
lished a procedure  for  a grotiji  orientation  interview 
where  there  is  an  opportunity  to  learn  firsthand 
of  the  agency  program.  Following  discussion,  the 
couples  are  given  application  and  medical  forms. 
As  soon  as  the  forms  are  received  the  adoptive 
study  commences. 

LJnited  States  Children’s  Bureau  statistics  indi- 
cate that  there  are  over  1.5  million  adopted  chil- 
dren in  the  United  States  with  the  number  in- 
creasing yearly.  For  example,  121,000  in  1962;  127,- 
000  in  1963;  and  135,000  for  1965.  Social  agencies 
accountetl  for  two-thirds  of  the  adoptions  which 
reflects  a change  from  the  former  ratio  favoring 
independent  placements. 

A perennial  problem  is  the  placement  of  non- 
white children.  The  Child  Welfare  League  of 
America  reports  approximately  ten  percent  of  all 
children  who  were  adopted  were  non-whites.  This 
includes  two  hundred  and  fifty  Indian  children 
placed  with  Caucasian  families  through  member 
agencies  of  the  League.  Other  agencies  are  re- 
cruiting couples  or  parents  with  children  to  adopt 
babies  of  mixed  origin  with  some  success.  Inter- 
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national  Social  Service  has  elfeciecl  KiOO  inter- 
lacial  placements  with  American  lamilies.  In  Con- 
necticut, the  Connecticnt  Child  VV'ellare  Associa- 
lion,  Inc.,  The  Connecticnt  Resonrce  Exchange 
and  private  agencies  are  constantly  puhlici/ing  the 
good  residts  accruing  Irom  interracial  placements. 

Inherent  in  any  discussion  ot  adoption  is  the 
concern  lor  the  nnwecl  mother.  Ehe  National  Cen- 
ter lor  Health  Statistics  ol  the  IE  S.  Department 
of  Health,  Education  and  VVellare  estimates  275,- 
700  illegitimate  live  births  occurred  in  lOOl.  .\  l)e- 
partment  ol  Health  Rejjort,  City  ol  New  Haven, 
dated  March  10,  lOOO  showed  a lour-lold  increase 
in  illegitimacy  in  the  last  ten  years  with  sixty- 
hve  percent  ol  the  babies  being  born  to  git  Is  under 
age  twenty-lour. 

These  ligures  warrant  serious  attention  not  only 
by  social  agencies  but  by  the  medical  prolession 
as  well.  Philijj  M.  Sarrel,  M.D.,  Department  ot 
Obstetrics  and  Cynecology,  Vale  Ibiiversity  School 
ot  .Medicine,  studied  Yale-New  Haven  Hospital 
recoicls  ot  100  teenage  girls  who  had  become 
unwed  mothers.  Ot  this  group  who  delivered  their 
tirst  baby  between  January  1,  1959  and  December 
.SO,  1900,  the  study  revealed  that  in  five  years  the 
girls  delivered  two  hundred  and  forty  more  babies 
out  ot  wedlock.  J'here  were  also  nine  abortions. 

.\  special  clinic  has  been  established  at  the  Yale- 
New  Haven  Medical  Center  tor  unwed  mothers 
tlnough  the  age  ol  seventeen.  Eo  assure  continuity 
ot  care  a social  worker  is  assigned  to  follow  these 
young  patients  on  an  individual  and  grcmj)  basis 
trcjin  point  ot  clinic  registration  through  six  months 
post-partum.  In  this  jjeriod  the  patient  is  seeti  by 
one  obstetrician.  Due  to  the  concern  ot  the  clinic 
staff  a day  center  has  been  established  by  the 
New  Haven  School  system  which  otters  courses 
tailoied  to  meet  the  needs  ot  the  girls.  Reentry 
into  the  regidar  school  system  is  eased  consider- 
ably through  this  ap])roach.  Where  formerly  the 
girls  lost  interest  in  hcjinebound  instruction  or  sim- 
ply tailed  to  recjuest  school  assistance  during  con- 
linement,  they  are  now  accepting  the  |jrogram  ot- 
tered with  a positive  attitude. 

Ehrough  grouj)  and  individual  couu.seling  the 
social  workei  involves  the  obstetiician  who  dis- 
cus,ses  fatnily  planning,  labor,  delivery,  pediatric 
care  and  the  post-partum  check.  .\s  Dr.  .Sarrel 
states,  “the  obstetrician’s  role  is  central  to  the  pro- 
gram.” He  meets  regidarly  with  social  worker, 
clinic  nurse  and  crther  ])ersotmel  affiliated  with  the 
program,  't  here  is  coordination  with  school  system 
])ersonnel  to  assure  the  continuity  of  the  program. 
Reporting  on  a one  year  experience  with  fifty  girls 
affiliated  with  the  program.  Dr.  Sarrel  finds  forty- 
two  ot  the  fifty  girls  returned  to  .school  with  tour 
having  graduated.  Five  girls  enrolled  in  a voca- 


tional training  prcvgram.  t he  most  jjromising  find- 
ing is  that  there  was  only  one  repeat  pregnancy. 

t his  model  clinic  is  being  expanded  and  re- 
lined to  include  a research  component.  Approxi- 
mately twelve  Cither  hosjiitals  are  experimenting 
with  new  and  more  elfective  means  of  providing 
health  service  to  the  young  unwed  mother  who 
seeks  ciut  clinic  assistance. 

Ehe  .\merican  Medical  .\ssociaticin  Council  on 
Medical  Service  iti  its  report  to  the  House  of  Dele- 
gates, suggested  a comprehensive  attack  on  what 
it  has  termed  “the  national  problem  of  pregnancy.” 
Recommendations  includecl  research  in  underly- 
ing causes,  preventicju  and  understanding  of  the 
factors  leading  to  illegititnacy,  development  of  ade- 
cjuate  facilities  for  caring  for  unmarried  mothers, 
counselling  service  for  the  unmarried  father,  and 
distribution  of  a definitive  approach  to  physicians 
for  providitig  health  care  to  unwed  parents. 

d'he  American  Medical  Association  reccjinmenda- 
tions  pinpoint  the  |)roblem  pertaining  to  the  great 
number  of  middle  and  upper  income  young  un- 
weds  who  do  not  go  to  clinics  j^rcjviding  (C)m]ne- 
hensive  medical  and  counselling  services.  It  be- 
hooves the  obstetrician  to  become  more  knowl- 
edgeable of  the  variety  of  counselling  and  rehabili- 
tation services  offered  by  the  maternity  home  and 
ado|)tion  agencies  listed  in  this  article.  Literature 
is  available  to  the  physician  from  the,se  agencies 
which  would  be  helpfid  for  the  physician  as  well 
as  the  unwed  mother  and  her  family.  Regarclle.ss  of 
economic  status  the  family  needs  guidance  when 
the  unwanted  pregnancy  occurs. 

If  the  unwed  mother  can  be  helped  through 
medical  care  along  with  rehabilitation  and  counsel- 
ling everyone  stands  to  gain.  Parents,  in  particular, 
shotdd  be  made  aware  of  the  resources  available 
to  them  .scj  that  plans  can  be  evolved  to  prevent  a 
rej)eat  experience,  and  to  offer  the  individual  as- 
sistance necessary  to  help  the  patient  and  family 
realize  their  potential  in  a healihlul  manner. 
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Licensed  Child-Placing 

FAIRFIELD  COUNTY 

State  Welfare  Department 
434  State  St.,  Bridgeport 

Catholic  Charities 
(Bridgeport  Diocese) 

2,'iO  Waldemere  Ave.,  Bridge- 
port 

92  Main  St.,  Danbury 
606  AVest  Ave.,  Norwalk 

78  Elm  St.,  Stamford 

Children’s  Seiuices  of 

Connecticut 

7-5  West  St.,  Danbury 

3 .Lnn  St.,  South  Norwalk 

Family  and  Children’s 
Services  of  Stamford 

79  Worth  St.,  Stamford 

Greenwich  Center  for  Child 
and  Family  Seiuice 
40  Arch  St.,  Greenwich 

Jezvish  Social  Sei-vice  of 
Bridgeport 

1188  Main  St.,  Bridgeport 

Woodfield  Children’s  Village 
1899  Stratfield  Rd.,  Bridge- 
port 

HARTFORD  COUNTY 

State  Welfare  Department 
60  Arch  St.,  Hartford 


Agencies  in  Connecticut 

Diocesan  Bureau  of  Social 
Service 

(Archdiocese  of  Hartford) 
244  Main  St.,  Hartford 
259  Main  St.,  New  Britain 

Children’s  Sezvices  of 
Connecticut 

1680  .\lbany  .\ve.,  Hartford 

Family  Seivice  of 
New  Britain 

33  Court  St.,  New  Britain 

Jewish  Social  Seivice  of 
FI  art  ford 

91  Vine  St.,  Hartford 

LITCHFIELD  COUNTY 

State  Welfare  Department 
352  Main  St.,  Torrington 

Diocesan  Bureau  of  Social 
Seivice 

(Archdiocese  of  Hartford) 
225  Main  St.,  Torrington 

Children’s  Seivices  of 
Con  riecticut 

105  Church  St.,  Torrington 

MIDDLESEX  COUNTY 

State  Welfare  Department 
Main  St.  Ext.,  Middletown 

Diocesan  Bureau  of  Social 
Seivice 

(Norwich  Diocese) 

50  Washington  St.,  Middle 
town 


NEW  HAVEN  COUNTY 

State  Welfare  Department 
194  Bassett  St.,  New  Haven 

Diocesan  Bureau  of  Social 
Service 

(.Archdiocese  of  Hartford) 
36  East  Main  St.,  .\nsonia 
69  East  Main  St.,  Meriden 
478  Orange  St.,  New  Haven 
56  Church  St.,  Watcrbury 

Children’s  Center 

1400  Whitney  Ave.,  Hamden 

Jeu’ish  Family  Seivice  of 
New  Haven 

152  Temple  St.,  New  Haven 

Lutheran  Social  Seivice 
305  St.  Ronan  St., 

New  Haven 

NEW  LONDON  COUNTY 

State  Welfare  Department 
279  Main  St.,  Norwich 

Diocesan  Bureau  of  Social 
Seivice 

(Norwich  Diocese) 

42  Jay  St.,  New  London 
62  Broadway,  Norwich 


Children’s  Services  of 
Connecticut 

302  State  St.,  New  London 

TOLLAND  COUNTY 

Slate  Welfare  Department 
Refer  to  Norwich  office: 

279  Main  St.,  Norwich 

Children’s  Seivices  of 
Connecticut 

Refer  to  Hartford  Office: 
1680  Albany  Ave.,  Hartford 

Diocesan  Bureau  of  Social 
Seivice 

Refer  to  Norwich  office: 

62  Broadway,  Norwich 

WINDHAM  COUNTY 

State  Welfare  Department 
Refer  to  Norwich  office: 

279  Main  St.,  Norwich 

Children’s  Seivices  of 
Connecticut 

Refer  to  Hartford  office: 
1680  Albany  Ave.,  Hartford 

Diocesan  Bureau  of  Social 
Seivice 

Refer  to  Norwich  office: 

62  Broadway,  Norwich 


In  towns  where  there  are  no  local  offices  of  the  agencies 
aliove,  refer  to  those  nearest  in  the  county. 

(Note:  I'here  are  other  agencies  in  Connecticut  serving 

unmarried  parents  but  those  listed  here  are  the  only  ones 
autliorizd  to  place  children  for  adoption.) 


Medicine  undertakes  the  prolongation  of  Man’s 
life  but  this  extended  life  should  be  active,  functional 
and  creative.  —A.  L.  Miasnikov. 
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On  junc  2?>,  I!)(i7,  in  Hei  kelcy,  (kililoi  iiia,  a l)il  (il  einsteinium  was  l)oinl)ai (led 
in  the  heavy-ion  linear  acxeleialor  Ijy  helium  nuclei.  The  meeting  ol  these 
stable  elements  did  not  cause  destitution  hut  lathei  cretiled  something  new  and 
interesting  and  jjowerlul:  mendelevium,  with  an  atomic  weight  ol  2.58,  the 
heaviest  substance  ever  positively  identified,  and  with  a radio-active  hall-lile  of 
about  two  months.  Involved  here  along  with  the  strictly  scientific  accomplish- 
ment are  the  names  of  All^ert  Einstein,  Gregor  Mendel  of  .\ustria,  and  Dimitii 
■Mendeleev  of  Russia.  Ehe  acceptance  of  einsteinium  of  two  more  protcjiis  and 
two  more  neutrons  has  altered  the  nattire  of  this  heavy  metal  and  increased  its 
potential.  With  time— and  ncr  further  disturbance— it  will  return  almost  to  its 
former  state— never  cpiite!  Meanwhile  it  may  use  this  added  jjotential.  To  con- 
tinue this  use  it  neecls  further  periodic  stimulation. 

In  Washington  on  September  8th  was  held  the  jjlenary  se.ssion  of  ati  Inter- 
national Goiderence  on  Abortion  sponsored  by  the  Harvard  Dixinity  School  in 
co-operation  with  the  Joseph  P.  Kennedy,  Jr.  Foundation.  During  the  two 
preceding  days  .seventy-five  individuals  from  this  and  live  foreign  countries, 
from  a variety  of  religious  and  ethnic  htickgroimds,  from  the  fields  of  medicine, 
law,  ethics  and  the  social  .sciences  had  exchtinged  in  small  groups  the  results  of 
their  experience  and  thought.  T he  summaries  of  these  discussions  presented  in 
the  morning  and  the  vignettes  of  pertinent  cases  in  the  afternoon  called  forth 
two  observations  of  interest. 

Each  of  us  through  exposure  to  custom,  education,  discipline— call  it  environ- 
ment—has  developed  rather  set  standards,  practices  and  ideas.  How  much  more 
established  must  these  be  in  one  who  has  devoted  a lifetime  to  studying  a special 
subject!  Vet  that  Friday  more  than  one  eminent  and  learned  participant  con- 
fessed to  having  had  his  fixed  concepts  shaken,  thrown  into  doubt,  even  reversed. 
Not  all  in  the  same  direction  either!  T'o  have  a Jesuit  priest.  Father  Drinan  of 
the  Boston  College  Law  School,  propo.se  repealing  the  prohibition  of  abortion 
during  the  first  six  months  of  pregnancy  was  indeed  a surprising  and  bold 
departure.  The  collision  erf  these  heavy  mental  masses— these  brilliant  minds— 
was  accelerating  the  production  of  fresh  active  concepts  which  radiate  love 
and  compassion  for  mankind. 

Then  Carl  Kaysen  of  the  Institute  for  Atfvaiicecf  Study,  in  reporting  for  the 
collocjuium  of  the  social  sciences,  sounded  the  keynote  to  the  abortion  cjuestion. 
Any  discussion  of  abortion,  if  it  is  to  be  useful,  must  encompass  the  broadest 
range  of  family  and  community  circumstances.  WTien  does  the  fetus  become  a 
human  being  with  rights?  If  it  has  a right  to  life,  will  it  receive  the  jirojier  TLC? 
Will  its  life  be  “human”?  If  a mother  has  a right  to  jirotect  herself  and  her 
chifdren  from  an  invader,  is  she  entitled  to  protection  from  a fetus  whose  birth 
might  administer  the  final  crushing  blow'  to  an  already  tenuous  family  life? 
Life  must  have  efignity  and  reverence.  W’hat  is  being,  or  should  be,  clone  to 
correct  the  situations  which  lead  to  the  desire  for  abortion? 

Obstetrician  Andre  Heffegers  of  Georgetown  University  pointed  out  that 
medicine  until  recently  has  been  oriented  to  disease  and  death.  The  shift  now  is 
tcjward  health— the  physical,  mental  and  social  well-being  of  the  ivliole  individual. 
The  problems  surrounding  the  abortion  cjuestion  need  the  most  exjjerienced 
jieojrle  to  ccjntinue  discussion— their  minds  unleashed  and  hungry. 

Let  not  a “meeting  of  the  minds”  be  an  accjuiescence,  but  a joining  of  forces 
directed  toward  a higher  goal.  Abortion  is  only  one  of  the  jrrohlems  of  our  jjeojrle 
that  needs  thought  and  action,  ^\'hat  others  can  you  think  of  where  the  need  is 
crying?  T’ell  me  or  your  Gouncilor  so  we  can  try  to  he  constructive  thrcjugh  a 
collision  of  the  minds. 

E.  Trf.main  BR.vtiLi.v,  M.D. 
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FROM  THE  GENERAL  MANAGER’S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards,  m.d..  General  Manager 

160  St.  Ronan  Street,  New  Haven,  Conn.  Josephine  P.  Lindquist 

Telephone  865  0587  Assistant  to  General  Manager 


CALL 

SEMI-ANNUAL  MEETING  OF  THE  HOUSE  OF  DELEGATES 

The  1967  Semi-Annual  Meeting  of  the  House  of  Delegates  will  be  held  at  the  Holiday  Inn, 
404  Bridge  Street,  Groton,  commencing  at  2:00  o'clock  in  the  afternoon  of  Wednesday,  Decem- 
ber 13. 

E.  Tremain  Bradley,  President 

Kenneth  F.  Brandon,  Speaker  of  the  House 

Charles  Polivy,  Secretary 


INTRODUCTION  OF  RESOLUTIONS 

Article  V,  Section  12,  Par.  3 of  the  Bylaws  of  the  Society  Provides  that: 

All  resolutions  to  be  considered  as  regular  business  at  any  regular  meeting  of  the  House  of  Delegates  must  be  in  the 
hands  of  the  Speaker  not  later  than  seventy-two  hours  before  the  opening  of  that  meeting.  All  resolutions  and  recommm- 
dations  published  in  the  official  agenda  distributed  to  the  members  of  the  House  prior  to  the  meeting  at  which  action 
is  to  be  taken  shall  be  considered  as  regular  business.  Resolutions  presented  later  than  seventy-two  hours  before  the  open- 
ing of  a meeting  will  be  referred  for  consideration  as  regular  business  by  the  House  only  when  they  are  presented  by 
the  Council  or  accepted  for  consideration  by  majority  vote  of  the  delegates  present.  Any  resolution  which  does  not 
qualify  in  accordance  with  the  aforesaid  provisions  for  consideration  as  regular  business  may  be  accepted  for  action  by 
a majority  vote  of  the  delegates  present  and,  if  so  accepted,  shall  be  referred  at  once  by  the  Speaker  to  a reference  com- 
mittee. Any  such  reference  committee  shall  consider  resolutions  referred  to  it  and  shall  report,  with  recommendations  to 
the  House  before  adjournment  of  the  meeting. 

PROPOSED  AMENDMENTS  TO  THE  BYLAWS 

The  following  proposed  amendments  to  the  Bylaws  were  presented  to  the  House  of  Dele- 
gates on  April  25,  1967  and  were  tabled  for  consideration  and  action  at  the  next  regular 
meeting  of  the  House  of  Delegates. 

In  accordance  with  the  Bylaws,  these  amendments  will  be  published  in  Connecticut  Medicine, 
"on  one  or  more  occasions  prior  to  the  next  meeting  ...  at  which  meeting  the  amendment 
shall  be  taken  off  the  table  and  acted  upon  by  the  House  of  Delegates." 


INTRODUCED  BY  THE  COUNCIL 

RE:  ESTABLISHMENT  OF  A JUDICIAL  COM- 
MITTEE AND  OUTLINING  PROCEDURES 
PERTAINING  TO  SAME. 

PROPOSED  AMENDMENT 
Article  VII— The  Council. 

Section  1.  Powers  and  Duties. 

Par.  4.  Censorship:  The  Judicial  Committee 
shall  be  the  Board  of  Censors  of  the  Society.  All 
questions  of  an  ethical  nature  brought  before  the 
House  of  Delegates  or  a general  meeting  shall  be  re- 
ferred to  the  Judicial  Committee  without  discussion. 
It  shall  hear  and  decide  all  c|uestions  of  discipline 
affecting  the  conduct  of  members  of  component 


associations  on  which  an  appeal  is  taken,  and  its  de- 
cision in  all  such  matters  shall  be  final. 

The  Judicial  Committee  shall  serve  as  a board  of 
re\iew  from  cases  of  claimed  malpractice  referred 
to  it  by  the  committee  on  medical  ethics  and  de- 
portment of  any  component  county  associations. 

PRESENT  BYLAW 
Article  VII— The  Council. 

Section  i.  Powers  and  Duties 
Par.  4— Censorship. 

“The  Council  shall  be  the  Board  of  Censors  of 
the  Society.  It  shall  consider  all  questions  involving 
the  rights  and  standing  of  members  in  relation  to 
other  members,  to  the  component  associations,  or  to 
this  Society.  In  addition,  all  questions  of  an  ethical 


Volume  31,  No.  10 


719 


valine  hyouglit  before  the  House  of  Delegates  or  a 
general  meeting,  shall  be  referred  to  the  Council 
u'ithout  discussion.  It  shall  hear  and  decide  all  ques- 
tions of  discipline  affecting  the  conduct  of  mem- 
bers of  com bonent  associations  on  which  an  appeal 
is  taken,  but  only  on  questions  of  law  and  procedure 
and  not  on  fads  and  its  decision  on  all  such  matters 
xviU  be  final. 

(a)  The  Council  shall  consider  only  the  records  of 
the  component  medical  association  in  the  pro- 
ceedings involved. 

(b)  It  shall  determine  that  the  record  available  to 
them  is  material  and  sufficient  to  supbort  the  find- 
ings which  the  combonent  medical  association 
reached. 

(c)  If  determining  that  the  abox'e  procedure  xvas 
correct,  it  shall  make  its  fndings  knoxun  to  the  ap- 
pellant. 

id)  If,  hoxvexier,  fnding  that  the  procedure  xvas 
not  material  or  sufficient,  it  shall  remand  the  case  to 
the  com ponent  medical  association  and  ask  for  a 
nexe  hearin<r. 

O 

(e)  No  apbaal  shall  be  considered  or  reviexved 
until  such  time  as  the  component  medical  associa- 
tion has  made  its  decision  as  to  the  facts  in  the  case. 

The  Council  shall  also  serve  as  a board  of  rexnexe 
for  cases  of  claimed  malpractice  referred  to  it  by  the 
committee  on  medical  ethics  and  deportment  of 
any  com  ponent  county  association.” 

P R ( ) P( )S E D A M E \ I) ,\ [ K X 1 S 
Article  X— (iommitiees  of  the  Coiiiuil. 

Section  I.  No  change. 

Section  2.  Standing  Committees  of  the  Council. 
Par.  1 . Ontline 

Change  Committee  on  Preliminary  Study  of 
Censorshi])  Ouestions”  to  read  Judicial  Ciom- 
mittee” 

Par.  2.  Membership.  The  members  of  all  stand- 
ing committees  of  the  Conncil  shall  be  discharged 
automatically  upon  the  adjournment  of  the  an- 
imal meeting  of  the  House  of  Delegates  follow- 
ing their  election  except  for  the  ftidicial  Com- 
mittee. 

Par.  7.  Committee  on  Preliminary  Study  of  Cen- 
sorshijj  Ouestions  (delete  and  insert  the  iollow- 
ing:) 

Par.  7.  Jtidicial  Committee 

a.  Ciomposition.  Ehe  Judicial  Committee  shall 
consist  of  twelve  members  of  the  Society.  Each 
must  have  been  a member  of  the  Society  for  10 
years  and  have  served  as  an  officer  of  the  Society  or 
of  a com])onent  association.  Initially,  the  Council 
shall  elect  one  member  from  each  comjioncnt 
association  and  four  members-at-large  each  to 


serve  until  his  seat  is  filled  liy  (Council  election  in 
one,  two,  three,  or  four  years.  Annually,  there- 
after, the  Council  shall  elect  one  member  from 
each  of  two  component  associations  in  cjuaclrcn- 
nial  rotation,  and  one  memlier-at-large,  each  to 
ser\e  a four  year  term.  .\o  member  shall  ser\e 
more  than  two  consecutive  terms.  Ehe  Council 
shall  ap])oint  the  Cihairman  for  a term  of  two 
years  but  shall  not  reapjjoint  the  same  Chairman 
more  than  twice  in  succession. 

I).  Jtiriscliction:  d'he  jtidicial  power  of  CSMS 
shall  be  vested  in  the  Jtidicial  Committee,  with 
jtiriscliction  over  all  members  of  the  CSM.S,  act- 
ing within  its  functions.  Its  decision  shall  be  final 
and  binding,  except  that  members  of  the  AMA 
shall  have  those  rights  of  A^^.V  members.  In  ca,se 
of  appeal  to  the  .VM.-V,  any  decision  shall  be 
stayed  until  stich  proceditres  have  been  exhausted 
according  ter  the  AM.\  Constitution, 
c.  (1)  Eunctions:  d'o  interpret  all  cpiestions  of 
medical  ethics.  The  Judicial  Committee  may 
study  and  rentier  an  opinion  when  indicated  on 
any  c[uestion  referred  to  it  from  the  Council  or 
from  any  other  responsible  source  on  its  own 
mertion  invcrlving  the  rights,  standing,  or  obliga- 
tions of  members  in  relation  to  other  members  or 
to  the  component  asscrciation  or  to  the  Society 
or  any  subdivision  thereof,  or  on  any  cjuestion  of 
an  ethical  nattire  or  affecting  the  good  name  of 
the  profession,  or  on  any  appeal  of  a cpiestion  of 
discipline  affecting  the  conduct  of  a member  of 
a component  association,  or  on  any  litigation  aris- 
ing out  of  a jjhysician’s  practice.  Its  opinions  shall 
be  binding  on  the  parties  concerned  and  sjrecific 
problem  considered,  but  shall  be  considered  only 
as  a presumption  of  the  Society,  binding  on  all 
members  only  when  endorsed  by  the  Council  and 
published  iii  “Connecticut  Medicine”.  The  Judi- 
cial Committee  may  use  its  judgment  whether  or 
not  to  recpiest  such  endorsement  from  the  Coun- 
cil. 

(2)  d'o  inteijiret  the  Constittition  (Charter),  By- 
laws and  Rtdes  of  (iS.MS  and  the  component 
county  associations:  to  decide  any  dispttte  or  (]ues- 
tions  between  the  CSMS  ;uul  county  association, 
or  between  cotin ty  associations. 

(3)  Investigating  Jury:  Ehe  Judicial  Committee, 
acting  on  its  own  motion  or  on  request  from  any 
responsible  source,  may  reipiest  the  President  to 
appoint  a jury  to  in\estigate  and  report  on  anv 
comjrlaint  or  condition  in  the  state  of  greater  than 
local  concern  affecting  the  profession  as  a whole. 
If  the  jury  fiiuls  that  there  is  jrrobable  catrse  for 
action,  it  shall  so  state.  Ehe  President  shall  in 
turn  submit  the  reitort  to  the  Jtidicial  Committee. 
If  it  agrees  that  tliere  is  need  for  action,  it  shall 
first  recpiest  the  county  medical  society  having 
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jurisdiction  to  take  approjrriate  action  and  to 
submit  a report  of  the  facts  found  and  the  action 
taken.  The  Judicial  Committee  may  act  in  its  ap- 
pellate function  as  to  any  action  taken  hy  the 
county  in  the  matter. 

(4)  The  Judicial  Committee  shall  represent  the 
Society  on  the  Physician-Hospital  Mediation 
panel.  The  chairman  may  appoint  an  ad  hoc  sub- 
committee of  three  members,  who  shall  he  im- 
partial as  to  subject  matter,  jrersons  involved  and 
other  prejudicial  factors,  to  assist  in  resolving 
disagreements  invohing  members  of  the  Society 
when  those  procedures  recommended  by  the  Joint 
Commission  on  Accreditation  of  Hospitals  have 
failed. 

(5)  The  Judicial  Committee  shall  render  an  an- 
nual report  to  the  Council  inchtding  its  actions, 
opinions,  and  recommendations  and  shall  make 
such  interim  reports  as  it  desires  or  as  are  re- 
quested by  the  Council.  Such  reports  shall  be 
available  to  members  of  CSMS. 

d.  Procedure:  A majority  shall  constitute  a 

quorum.  The  Committee  shall  meet  at  least  bi- 
monthly. The  President  shall  hll  anv  vacancy. 
The  Committee,  in  any  ethical  problem,  which  in 
its  judgment  transcends  medical  ethics,  may  in- 
vite discussants  and  participants,  lay  as  well  as 
medical. 

PRESENT  BYLAW 

Par.  7.  Committee  on  Preliminary  Study  of 
Censorship  Questions.  Wheji  the  Council  receives 
a cjuestion  ifivolving  the  rights  and  stajidings  of 
jnembers,  in  relation  to  other  members  or  to  the 
( omponent  associations  or  to  The  Society,  or  ivhen 
a question  of  an  ethical  natrire  is  referred  to  the 
Council  from  the  House  of  Delegates,  or  when  an 
appeal  is  taken  to  the  Council  on  a question,  of 
discipline  affecting  the  conduct  of  members  of  com- 
ponent associations,  or  when  a case  of  claimed 
malpractice  is  referred  to  the  Council  by  the  com- 
mittee on  medical  ethics  and  dehortment  of  a com- 
ponent association,  the  Council  shall  elect  a Com- 
mittee on  Preliminary  Study  of  Censorship  Ques- 
tions which  shall  study  and  revieiu  such  question 
or  appeal  or  claimed  mal practice  case  and.  shall  re- 
port its  findings  and  recommendations  to  the  Coun- 
cil. Once  such  committee  is  elected,  it  shall  serve  as 
a standing  committee  of  the  Council. 

PROPOSED  AMENDMENT 
Article  XIV— Component  A.ssociation 
Section  7.  Discipline 
Par.  1.  Appeal 

Any  member  of  the  Society  aggrieved  by  disciplinary 
action  of  the  component  association  of  which  he  is 


a member  shall  have  the  right  of  appeal  to  the 
Judicial  Committee  of  the  Society,  which  shall  re- 
view the  proceedings  and  render  a decision  concern- 
ing the  disciplinary  action  taken;  this  shall  be  final, 
in  its  jurisdiction,  except  that  members  of  the 
American  Medical  Association  may  appeal  to  the 
Judicial  Council  of  the  AMA. 

Par.  2.  Procedure 

Procedure:  An  appeal  shall  be  in  writing,  signed 
by  the  appellant.  The  appellant  must  send  (within 
ten  (10)  days  of  notice  of  the  decision)  a copy  of  his 
intent  to  ajipeal  to  the  Secretary  of  his  Association, 
and  to  the  General  Manager  of  the  Society  who  shall 
immediately  notify  the  Chairman  of  the  Judicial 
Committee.  The  County  Association  shall  then  pre- 
pare a concise  summary  of  the  case,  giving  the 
charges,  the  relevant  facts  found  in  the  hearing,  and 
the  principle  of  ethics  of  which  the  accused  was 
found  guilty  of  violating.  It  shall  send  a copy  to  the 
appellant  and  to  the  Judicial  Committee  within 
thirty  (30)  days  of  the  appellant’s  letter  of  intent  to 
appeal.  The  appellant  shall  send  a copy  of  his  brief 
to  the  General  Manager  for  the  Judicial  Committee, 
and  to  the  Secretary  of  his  Association;  specifying 
the  procedures,  hndings  of  fact,  conclusions  or  dis- 
ciplinary action  or  any  part  thereof  that  is  cpies- 
tioncd  or  challenged  within  thirty  (30)  days  of  the 
date  the  County  Association  has  sent  a copy  of  its 
summary  to  him.  All  unchallenged  evidence  or  mat- 
ter material  to  the  charges  in  the  proceedings  shall 
be  presumed  to  be  accepted  and  admitted  as  factual. 
On  request  by  the  Judicial  Committee  the  Associa- 
tion shall  furnish  all  records  (or  copies)  of  the  pro- 
ceedings and  other  pertinent  material.  Such  records 
shall  be  made  available  to  the  defendant.  The  Com- 
mittee may  remand  either  brief  to  the  appropriate 
party  with  instructions. 

The  filing  of  an  apj^eal  shall  automatically  stay 
the  execution  of  the  original  decision  until  all  the 
appeals  inclnding  one  to  the  AMA,  shall  have  been 
acted  upon.  Appeals  to  the  AMA  must  be  made  in 
accordance  with  their  rides. 

The  Judicial  Committee  may  restrict  itself  to  the 
issues  raised  in  the  briefs  and  make  its  decision 
thereon.  But  if  either  party  requests  to  appear  in 
person,  both  parties  shall  be  invited  to  aiipear  be- 
fore the  Judicial  Committee  after  proper  notice,  not 
less  than  ten  (10)  nor  more  than  thirty  (30)  days. 
Each  party  shall  be  entitled,  upon  apjilication  and 
for  cause  shown,  to  reasonable  adjournment  of  such 
a hearing. 

The  Judicial  Committee  may  limit  the  proceed- 
ings to  the  oral  argument,  relevant  and  supple- 
mentary to  their  briefs,  allotting  thirty  (30)  minutes 
for  each  jiarty,  or  may  extend  the  hearing  on  request 
or  on  its  own  initiative,  by  majority  vote,  as  long  as 
necessary  to  insure  that  its  verdict  is  just  and  fair. 
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It  shall  not  l)e  the  jnirpose  of  the  Judicial  Coni- 
iiiiltec  to  re-try  the  case  hut  rather  to  determine  that 
the  hearing  by  the  county  was  fair.  It  shall  have  ap- 
pellate jurisdiction  in  questions  of  law  and  pro- 
cedure, only  setting  aside  tpiestions  of  fact  when,  in 
its  opinion,  such  fnulings  are  not  stqjported  by  a 
preponderance  of  evidence.  Under  exceptional  cir- 
cumstances and  at  its  own  discretion,  the  Com- 
mittee may  call  up  witnesses  and  elicit  such  testi- 
mony as  may  f)e  considered  necessary  to  arrive  at  a 
fair  and  considered  judgment.  It  may  remand  the 
c;isc  to  the  Association  with  instructions  whenever 
or  for  any  part  of  the  proceedings  it  decides  ne- 
cessary. 

The  Committee  is  authorized  to  use  legal  counsel. 
The  defendatit  may  be  represented  by  a member  of 
the  Society  and/or  be  accompanied  by  legal  counsel 
who  may  advise  but  not  participate  in  the  proceed- 
ings. The  defendant  may  enter  objections  in  the 
course  of  the  proceedings,  dhe  ajjpellant  may  be 
assisted  in  jneparing  his  brief  and  appeal.  I’he 
Committee  shall  not  be  bound  by  legal  rides  of  evi- 
dence. 

The  members  of  the  Judicial  Committee  shall  be 
impartial  to  the  parties  and  to  the  sidjstance  of  the 
charges.  If  anyone  shall  disqualify  himself  or  be  dis- 
tjualified  for  cause  on  challenge,  the  President  of 
the  Society  shall  appoint  a substitute. 

If  either  party  shall  refuse  to  cooperate  or  fail  to 
appear  without  cause,  acceptable  to  the  Committee, 
the  Committee  may  proceed,  dismiss,  or  decide  the 
case,  d'he  Committee  may  recpiest  any  member  of 
the  Society  to  appear  and  answ'er  reasonable  ques- 
tions; refusal  or  failure  wnthout  cause  acceptable  to 
the  Ccjinmittee  to  cooperate  shall  be  considered 
unprofessional  conduct. 

rite  Judicial  Committee  shall  decide  by  written 
ballot.  Only  tho.se  present  throughout  the  hearing 
shall  vote;  a majority  shall  be  neccs.sary  to  overndc 
the  County.  It  shall  vote  fiisl  on  the  decision  as 
to  guilt;  then  as  to  the  penalty.  It  may  affirm  or 
reverse  the  verdict,  and  modify  the  penafty  or  make 
such  other  disposition  as  it  deems  proper.  It  shall 
notify  the  parties  of  its  decision  by  registered  mail 
within  ten  (10)  days  of  completion  of  the  hearing. 

Any  member  of  the  Society,  in  any  jnoceeding 
before  any  committee  or  a.ssociation  of  the  Society 
or  component  thereof,  which  is  disci])linary  in 
character  or  might  rellect  in  any  manner  on  his 
honor  or  reputation  as  a physician  or  itersoti,  shall 
be  entitled  to  the  following  principles  of  fairness 
;ind  procedure,  reasonably  detailed  in  practice: 
notice,  written  charges,  a hearing  before  an  im- 
jiartial  tribunal,  the  right  to  be  present  thronghout 
the  hearing,  to  reasonably  cross-examine  witnesses, 
to  present  witnesses  and  other  reasonable  means  to 


delend  himsell,  the  right  to  be  represented  by  a 
medical  colleague  and  to  be  advised  by  legal  coun- 
sel. I he  Judicial  Committee  of  the  Society  shall  re- 
cpiire,  in  any  apjteal,  that  the  previous  proceedings 
have  been  conducted  in  a manner  consistent  with 
the  jninciples  of  justice  herein  above  expressed. 

All  dates  shall  be  considered  post-dates, 
rhe  Judicial  Committee  shall  complete  an  appeal 
and  notify  the  jjarties  within  four  (-1)  months  of  the 
appellant’s  letter  of  intent  to  appeal. 

PRKSENl'  BYLAW 
Section  7.  Discipline 

A)iy  me?nber  of  a component  association  who  is 
aggrieved  by  disciplinary  action  of  the  component 
association  of  which  he  is  a member  shall  have  the 
privilege  of  appealing  to  the  Council  of  the  Society 
which  shall  review  the  charges  made  against  the 
disciplined  member  and  the  findings  therein  and 
render  a decision  concerning  the  disciplinary  action 
taken;  this  shall  be  final. 


1967  Meetings 

October  25— Semi-Annual  meeting  of  the  New 
Haven  County  Medical  Association  to  be  held  at 
the  W’averly  Inn,  Cheshire,  Connecticut.  Business 
meeting  beginning  at  3:30  P.M.  Plea.se  Note:  Date 
of  meeting  has  been  changed  from  October  26  to 
October  25. 

1968  Meetings 

April  30,  May  1-2— 176th  Annual  Meeting  of  the 
Connecticut  Medical  Society  to  be  held  at  the  Hart- 
ford-Hilton  Hotel,  Hartford,  Connecticut. 


PLACEMENT  WANTED 

SURCEON  — Board  certified  in  General  and 
Thoracic  Surgery  wishes  a groiqj  or  associate  type 
^nactice  in  a coastal  town.  Interested  in  peripheral 
vascidar,  cardiac  and  thoracic  surgery.  Has  applied 
for  Connecticut  license.  Military  obligations  com- 
pleted. 

CLP.  — 19  years  of  age,  applied  for  Connecticut 
license.  \\h)uld  like  to  practice  in  a large  or  medium- 
sized  community  in  an  associate  or  groiqi  practice 
situation. 

INTERNLST  — 43  years  of  age.  Board  eligible. 
\\'ishes  to  practice  with  a group  or  an  individual. 
Excellent  training  in  Cardiology.  Connecticut 
license. 
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PLACEMENT  OPPORTUNITIES 

INTERNIST  — Board  certified  or  eligible,  mili- 
tary obligations  completed.  Three  year  partnership 
offered  to  rirfit  man  in  a Southern  Connecticut 

O 

town. 

^EANTED  — young  internist,  Board  eligible  or 
certified  to  associate  with  two  other  young  intern- 
ists in  modern,  fully  equipped  building  in  suburb 
of  Elartford. 

EULL  TIME  Health  Director  needed  for  brand 
new  regional  health  district  in  picturesque  Con- 
necticut. Handy  to  hne  schools,  colleges,  Berkshire 
Mountains,  salt  water,  skiing,  golfing,  music  centers, 
etc.  Salary  $18,500  per  annum.  Apply  to:  Fowler  F. 
'iVdiite,  M.D.,  Acting  Director;  Torrington  Regional 
Health  District;  59  Field  Street;  Torrington,  Con- 
necticut 06790  or  phone  203-482-4441. 

PSYCHIATRIST  — challenging  position  ojren  at 
modern  Connecticut  penal  institution.  Opportunity 
to  organize  and  develop  treatment  program.  Salary 
range  up  to  $20,500.  Outstanding  retirement  and 
fringe  benehts.  Must  have  three  years’  residency 
training  in  a center  acceptable  by  American  Board 
of  Psychiatry  and  Neurology  and  a year  as  staff 
psychiatrist;  eligible  for  Connecticut  license.  Write: 
S.  Stein,  State  Personnel  Department,  405  State 
Office  Building,  Hartford,  Connecticut  06115. 

INTERNIST  — to  act  as  consultant  to  medical 
profession,  hospital  and  nursing  home  administra- 
tors to  assure  creation  and  effective  functioning  of 
hospital  services  for  participation  in  the  Hospital 
Insurance  Program;  assists  with  formation  of  utiliza- 
tion review  committees  and  reviews  proposed  plans 
of  hospitals  and  extended  care  facilities;  surveys  in- 
stitutions participating  in  the  Health  Insurance  for 
the  Aged  Program  and  provides  professional  guid- 
ance to  a medical  staff,  administrators,  and  owners 
concerning  medical  records,  policies,  and  utiliza- 
tion review  plans;  evaluates  medical  staff  organiza- 
tion; participates  in  educational  programs  for  pro- 
fessional and  sub-professional  staff  of  health  care 
facilities;  prepares  and  studies  reports.  Excellent 
salary  good  fringe  benefits  and  retirement  program. 
Contact:  State  Personnel  Department,  State  Office 
Building,  Hartford,  Connecticut  06115  for  further 
information. 

MEDICAL  DIRECTOR  - Full  time  Medical 
Director  for  the  Child  Guidance  Clinic  for  Central 
Connecticut,  Inc.  Board  certification  not  required. 
Experience  with  child  psychiatry  preferred.  Regular 
hours,  qualified  staff.  Progressive  mental  health 
commtniity.  Salary  $18,000-$25,000,  with  excellent 
fringe  benefits.  Contact  Mrs.  B.  El.  Hunt,  Personnel 
Chairman,  Child  Guidance  Glinic  for  Central  Con- 
necticut, Inc.,  116  Lincoln  Street,  Meriden,  Connec- 
ticut 06450. 


MEDICAL  DIRECTOR  of  manufacturing  cor- 
poration in  New  Britain  area.  Internal  Medicine 
training  preferred  but  not  necessary.  Duties  clini- 
cal, with  nursing  staff,  sick  room  and  lab  facilities. 
$20,000  plus  stock  options,  retirement,  etc. 

ASSISTANT  MEDICAL  DIRECTOR  of  insur- 
ance company  division,  Elartford,  Internal  Medi- 
cine training  preferred,  but  not  necessary.  Duties 
clinical.  $18,000  plus  fringe  benefits. 

ASSISTANT  SURGICAL  DIRECTOR  of  in- 
surance company  division.  $22,500  plus  fringe  bene- 
fits. Some  administrative  experience.  Duties  clinical 
and  administrative. 

EIOUSE  PHYSICIAN  — Diversified  duties  in  ac- 
credited, voluntary  hospital.  Connecticut  license  re- 
quired. Monday  through  Friday,  every  other  Satur- 
day morning.  $18,000  a year.  Write:  P.O.  Box  3474, 
Bridgeport,  Connecticut  06604. 

PATEIOLOGIS'E  — full  time  or  part  time,  to 
direct  a clinical  laboratory  in  an  1800-bed  mental 
hospital.  Ample  opportunity  for  research  and  teach- 
ing available.  Well  equipped  and  staffed  labora- 
tory. Emphasis  on  Neuropathology.  Board  certi- 
fied or  eligible  pathologist  preferred.  Starting 
salary  range:  $16,460-$19,760.  Excellent  fringe  bene- 
fits. All  particulars  in  first  letter,  including  refer- 
ences. Contact:  Mehadin  K.  Arafeh,  M.D.,  Supei- 
intendent,  Connecticut  Valley  Hospital,  Box  351, 
Mitldletowu,  Connecticut  06458. 

RADIOLOGIST  — 450-bed  general  hospital 
needs  a fourth  radiologist  to  do  general  diagnostic 
radiology  in  new  nine  room  Department  which  is 
now  under  construction.  The  Department  does  ap- 
proximately 125  examinations  a day,  including 
special  procedures.  A younger.  Board  qualified  or 
certified  man  is  needed  now  to  achieve  parity  with 
other  radiologists  at  end  of  three  years.  Practice  is 
full  time  in  the  hospital.  Contact:  Howard  F.  Root, 
}r.,  M.D.;  c/o  Department  of  Radiology;  New 
Britain  General  Hospital;  New  Britain,  Connecti- 
cut 06052.  Telephone  223-2761. 

PATHOLOGIST  — State  of  Connecticut  cen- 
trally located  general  hospital.  Must  have  two  years’ 
employment  in  pathology;  be  eligible  for  Connecti- 
cut license.  Salary  range:  $16,460-$22,180  plus  many 
extras.  Write  S.  Stein,  State  Personnel  Department, 
405  State  Office  Building,  Hartford,  Connecticut 
06115. 

ANESTHESIOLOGIST  - Board  eligible  or  cer- 
tified to  join  small  partnership  in  private  practice 
at  the  Windham  Community  Memorial  Hospital, 
112  Mansfield  Avenue,  Willimantic,  Connecticut 
06226.  A progressive  growing  hospital  in  a com- 
munity with  a State  College  and  the  University  of 
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A Medical-Surgical  Symposium 

Sponsored  by 

SAINT  BARNABAS  HOSPITAL 

NEW  YORK  CITY 


Therapeutic  Advances  In 
The  Practice  Of  Cardiology 
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Henry  I.  Russek 
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Donald  B.  Effler 

David  Scherf 

[ohann  Ehrenhaft 

Ake  Senning 

William  T.  Eoley 
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Frank  S.  Folk 
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C'Tolfredo  Gensini 

Frank  C.  Spencer 

Seymour  Gollub 

Borys  Surawicz 

Richard  Gorlin 

Warren  Taylor 

Dwight  Fk  Harken 

Cesar  Vera 
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William  Wehrmacher 
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Elliot  Howard 
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Jack  Howard 

Jacob  Zimmerman 

Atlrian  Kantrowitz 

Burton  L.  Zohman 

Thomas  Killip 

DECEMBER  15,  16,  17,  1967 
The  Plaza,  N.Y.C. 


For  Information:  Write  or  Call 
Symposium  Office 
St.  Barnabas  Hospital 
3rd  Avenue.  & 183rd  St. 

N.Y.C.,  N.Y.  10457 

Phone  (212)  CYpress  5-2000  Ext.  324 


(lonnecticut  only  8 miles  away.  For  lurther  inlorma- 
tion,  contact  William  Grillo,  M.l).  or  Samuel  Dodd, 
.\I.D.  at  the  Windham  Community  Memorial  Hos- 
pital, Willimantic,  Connecticut  — Telephone 
423-9201. 

PEDIA'FRKd.AN  urgently  needed  lor  com- 
munity 15  minutes  Iroin  Hartlord  with  population 
area  ol  45,000  people.  Opportunity  available  to  head 
Pediatrics  Dejjartment  in  hospital  undergoing  ex- 
tensive construction  program.  Congenial  medical 
start  will  help  establish.  Write:  Secretary,  Medical 
Start,  Rockcille  Ccneral  Hcjspital,  Rockville,  Con- 
necticut 060()6. 

ANYONE  LNTERESTED  IN  I HE  ABOVE  IS 
ASKED  TO  CON  EACT  ITIE  CENTRAL  M.VN- 
ACER’S  OEEICT,  100  ST.  RON  AN  STREET, 
NEW  lEWEN,  CONNECTICUT  06511. 


Doctor's  Office 


Jachin  B.  Davis,  M.D.,  announces  the  removal  of 
his  (rtlice  for  the  prac  tice  of  obstetrics  and  gyneccjl- 
ogy  icj  Ehiiversity  Eowers,  100  York  Street,  New 
Haven. 

Robert  \\'illiam  Harkins,  M.D.,  announces  the 
opening  of  an  office  for  the  practice  of  internal  and 
family  medicine  at  Jnclson  Avenue,  WModbury. 

Ronald  |.  Pimpinella,  .M.D.,  announces  the 
opening  of  an  ofrtce  for  the  practice  of  otorhino- 
laryngology or  surgery  for  diseases  of  the  ear,  nose 
and  throat  at  106  Litchfield  Street,  Torrington. 

Martin  W.  Sklaire,  M.D.,  announces  the  opening 
of  an  office  for  the  practice  of  pediatrics  at  the 
.Madison  Professional  Building,  Wall  Street,  Madi- 
son. 

David  M.  Silverstein,  .M.D.,  announces  the  open- 
ing of  an  office  for  the  practice  of  neurological  sur- 
gery at  5 Maple  .\venue,  Derby. 

Joseph  B.  W'hibey,  M.D.,  announces  the  removal 
of  his  office  for  the  practice  of  surgery  to  the 
W'aterbury  .Medical  Building,  1389  West  .Main 
Street,  Waterbury. 
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Ethics  For  Doctors'  Wives 

All  activities  of  any  Auxiliary  must  be  bound  by 
the  Principles  of  Medical  Ethics. 

Just  as  physicians  individually  and  collectively 
must  maintain  a high  level  of  ethical  conduct  in 
their  relationship  with  patients,  colleagues,  mem- 
bers of  allied  professions  and  the  public,  so  must 
the  wives  of  physicians,  individually  and  collective- 
ly, maintain  this  code  of  conduct. 

Discretion  and  good  judgement  should  auto- 
matically dictate  the  proper  attitude  and  course  of 
action  for  an  Auxiliary  or  an  individual  member 
concerning  problems  of  medical  ethics. 

The  doctor’s  wife  must  fully  understand  that  her 
husband,  as  a physician,  is  obligated  to  hold  in  trust 
the  confidences  concerning  his  patients  and  that  the 
principal  objective  of  the  medical  profession  is  to 
render  service  to  humanity  with  full  respect  for  the 
dignity  of  man. 

Under  the  guidance  of  the  medical  profession 
the  auxiliary  and  individual  members  are  obligated 
to  make  available  to  the  public  information  on  bet- 
ter health  care. 

The  physician’s  wife  should  endeavor  at  all  times 
to  uphold  the  dignity  and  honor  of  the  medical 
profession  and  accept  its  self-imposed  discipline 
even  in  casual  and  social  situations. 

The  wife  of  a physician  should  never  solicit  pa- 
tients nor  criticize  the  treatment  or  conduct  of  an- 
other physician  in  regard  to  his  patients. 

The  honored  ideals  of  the  medical  profession 
imply  that  the  responsibilities  of  the  physician  ex- 
tend not  only  to  the  individual,  but  also  to  society. 
His  interest  and  participation  in  activities  which 
have  the  purpose  of  improving  both  the  health  and 
the  well  being  of  the  individual  and  the  com- 
munity are  essential  and  are  his  responsibility.  The 
physician’s  wife  functions  as  a partner  in  fcdfilling 
this  obligation. 

The  Woman’s  Auxiliary  and  the  individual  mem- 
l)er  is  the  public  representative  of  the  medical  pro- 
fe.ssion.  The  attitude  of  the  public  toward  the 
medical  jrrofession  is  greatly  dependent  on  the  at- 


titude and  behavior  of  the  physician’s  wife  and 
family. 

Assisting  the  patient  to  locate  a physician  in 
an  emergency  is  an  obligation  of  the  physician’s 
wife  in  the  absence  of  her  husband. 

Constant  telephone  calls  are  often  a .source  of 
irritation  but  should  be  handled  with  tact  and 
patience. 

Inc|uiries  regarding  a patient’s  state  of  health 
by  friends  or  families  should  be  tactfully  re- 
ferred to  the  physician. 

Good  taste  and  moderation,  both  at  home  and 
in  pid)lic,  should  be  observed  by  the  physician’s 
family. 

Treatment  and  diagnosis  should  be  left  to  the 
discretion  of  the  physician  and  should  never  l^e 
indulged  in  by  a member  of  his  family. 

Active  community  participation  and  leader- 
ship is  essential  to  good  citizenship  and  should 
be  a primary  concern  of  the  auxiliary  member. 

The  community  programs  and  projects  of  the 
medical  society  and  auxiliary  should  have  the  un- 
c[ualified  support  of  every  physician’s  wife. 

By  furthering  friendly  relations  among  doc- 
tors’ families  you  will  help  your  husband  carry 
out  the  principle  in  the  Hippocratic  Oath  which 
reads,  “My  colleagues  will  be  my  brothers.’’ 

Extend  hospitality  to  the  wives  of  medical 
students  and  young  physicians. 

Provided  you  are  not  professionally  employed 
in  your  husband’s  office,  frequent  visits  can  be 
regarded  as  snooping  by  patients  and  employees. 

Patient  information  is  privileged  information 
and  should  go  no  further  than  the  file. 

Tactful  guidance  of  office  personnel  is  rarely 
possible.  Leave  such  matters  to  the  physician  and 
the  medical  assistants  society. 

Hospital  regulations  and  privileges  are  made 
for  the  benefit  of  the  patient  and  should  be 
courteously  observed— especially  by  physicians’ 
wives. 

Have  a friendly  attitude  toward  nurses  and 
medical  assistants. 
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when  bursitis  hits  a 
280-lb.  tackle, 

hit  back  with 
Butazolidin  alka 


Indications:  Osteoarthritis,  rheumatoid  arthritis,  rheumatoid  spon- 
dylitis, psoriatic  arthritis,  acute  gout,  painful  shoulder  (peritendinitis, 
capsulitis,  bursitis  and  acute  arthritis  of  that  joint),  acute  superficial 
thrombophlebitis. 

Contraindications:  Edema;  danger  of  cardiac  decompensation;  history 
or  symptoms  of  peptic  ulcer;  renal,  hepatic  or  cardiac  damage;  history 
of  drug  allergy;  history  of  blood  dyscrasia.  The  drug  should  not  be 
given  when  the  patient  is  senile  or  when  other  potent  drugs  are  given 
concurrently.  Large  doses  of  Butazolidin  alka  are  contraindicated  in 
glaucoma. 

Warning:  If  coumarin-type  anticoagulants  are  given  simultaneously! 
watch  for  excessive  increase  in  prothrombin  time.  Instances  of  severe 
bleeding  have  occurred.  Pyrazole  compounds  may  potentiate  the 
pharmacologic  action  of  sulfonylurea,  sulfonamide-type  agents  and 
insulin.  Carefully  observe  patients  receiving  such  therapy.  Use  with 
great  caution  in  the  first  trimester  of  pregnancy. 


Precautions:  Before  prescribing,  carefully  select  patients,  avoidin 
those  responsive  to  routine  measures  as  well  as  contraindicated  p<! 
tients.  Obtain  a detailed  history  and  a complete  physical  and  laboratoij 
examination,  including  a blood  count.  The  patient  should  not  excee' 
recommended  dosage,  should  be  closely  supervised  and  should  b 
warned  to  discontinue  the  drug  and  report  immediately  if  fever,  sotj 
throat,  or  mouth  lesions  (symptoms  of  blood  dyscrasia);  sudden  weigl 
gain  (water  retention);  skin  reactions;  black  or  tarry  stools  or  othr 
evidence  of  intestinal  hemorrhage  occur.  Make  regular  blood  count 
Discontinue  the  drug  immediately  and  institute  countermeasures  if  thj 
white  count  changes  significantly,  granulocytes  decrease,  or  immaturl 
forms  appear.  Use  greater  care  in  the  elderly  and  in  hypertensive 

Adverse  Reactions:  The  most  common  are  nausea,  edema  and  drui 
rash.  Swelling  of  the  ankles  or  face  may  be  minimized  by  withholdin! 
dietary  salt,  reduction  in  dosage  or  use  of  diuretics.  In  elderly  patien' 
and  in  those  with  hypertension  the  drug  should  be  discontinued  wMj 
the  appearance  of  edema.  The  drug  has  been  associated  with  peptic  u i 


r 280-lb.  tackles— or  108-lb.  housewives  — Butazolidin  alka  can  hasten  recovery  from  the 
ionizing  pain  of  shoulder  bursitis. 

> not  for  every  patient.  Check  carefully  the  Contraindications,  Warning  and 
^cautions  shown  below. 

d adverse  reactions  may  occur.  The  most  common  are  nausea,  edema  and  rash, 
rely,  agranulocytosis  has  been  reported.  All  adverse  reactions  are  listed  below,  too. 

ly-for-pay  or  workaday  patients— when  they  come  up  with  shoulder  bursitis  and  your 
nical  judgment  indicates  Butazolidin  alka— go  with  it. 

d watch  the  comeback. 


md  may  reactivate  a latent  peptic  ulcer.  The  patient  should  be  in- 
ted  to  take  doses  immediately  before  or  after  meals  or  with 
to  minimize  gastric  upset.  Mild  drug  rashes  frequently  subside 
reduction  of  dosage.  However,  rash  accompanied  by  fever  or 
r systemic  reactions  usually  requires  withholding  medication, 
uric  rash  has  also  been  reported.  Agranulocytosis,  exfoliative 
latitis,  Stevens-Johnson  syndrome,  or  a generalized  allergic  re- 
in similar  to  serum  sickness  may  occur  and  require  permanent 
drawal  of  medication.  Stomatitis,  salivary  gland  enlargement, 
ting,  vertigo  and  languor  may  occur.  Leukemia  and  leukemoid 
lions  have  been  reported.  While  not  definitely  attributable  to  the 
, a causal  relationship  cannot  be  excluded.  Thrombocytopenic 
ura  and  aplastic  anemia  may  occur.  Confusional  states,  agitation, 
lache,  blurred  vision,  optic  neuritis  and  transient  hearing  loss  have 
I. reported,  as  have  hyperglycemia,  hepatitis,  jaundice,  and  several 
s of  anuria  and  hematuria.  With  long-term  use,  reversible  thyroid 
rplasia  may  occur  infrequently.  Moderate  lowering  of  the  red  cell 
It  due  to  hemodilution  may  occur.  6509-V(B)R2 


Butazolidin  aika 

Capsules 

100  mg.  phenylbutazone 
100  mg.  dried  aluminum  hydroxide  gel 
150  mg.  magnesium  trisilicate 
1.25  mg.  homatropine  methylbromide 

Dosage  in  painful  shoulder:  Initial:  3 to  6 capsules  daily  in  3 or  4 equal 
doses.  Trial  period:  1 week.  Maintenance  dosage  should  not  exceed 
4 capsules  daily;  response  is  often  achieved  with  1 or  2 capsules  daily. 

For  complete  details,  please  see  full  prescribing  information. 

Geigy  Pharmaceuticals 

Division  of  Geigy  Chemical  Corporation,  Ardsley,  New  York 


Wc  am  assume  our  husbands  are  intelligent. 
I'liey  had  to  be,  to  meet  the  recjuirements  of  their 
profession.  Tliey  are  not  greetly.  If  they  were,  they 
would  have  not  chosen  medicitie  as  a profession, 
for  they  ccjuld  make  more  money  on  a smaller  in- 
vestment of  capital  and  effort.  Our  husbands  like 
their  work  and  all  the  cjbligations  it  entails.  They 
are  willing  to  take  time  and  troidtle  with  inch- 
viduals. 

We  wives  have  a part  in  this  profession  in  help- 
ing our  husbands  live  np  to  their  code  of  ethics— 
the  otily  set  of  morals  that  has  remained  unchanged 
since  its  inception.  We  have  an  obligation  to  the 
sick,  to  the  jjioneers  of  medicine,  to  the  teachers 
who  have  collected  the  knowledge  of  the  ages  and 
delivered  it  ready-made  to  our  husbands,  and  to 
the  thousands  of  other  physicians  throughout  the 
world  who  are  trying  to  bring  honor  to  the  name  of 
doctor.  We  can  help  to  promote  the  spirit  of  Luke 
rather  than  Midas. 

It  does  not  follow  that  we  are  a privileged  class, 
but  on  the  contrary,  the  community  can  expect 
more  of  us  because  we  are  a member  of  a doctor’s 
family. 

The  interpietation  of  ethics  for  doctors’  wives 
is  personal  in  complexion,  yet  its  underlying 
jjrinciples  are  evident  to  all  of  ns. 

[reprinted  from)  : 

W’oman's  .Auxiliary  .\MA  Member  Orientation 
Manual. 


Special  Notices 


DIABETES  WEEK 
November  12-18,  1967 

])ial)ctes  Week  will  he  observed  nationally  November 
12-18.  Dr.  Edwin  W.  Gates,  Niagara  Falls,  New  York,  Presi- 
dent of  tbe  .American  Diabetes  Association,  will  address  a 
joint  meeting  of  tbe  Connecticut  Diabetes  Association  and 
the  New  Haven  Medical  .Association  ^\■ednesday  evening, 
Novendjer  1,  inaiigttrating  Diabetes  Week  in  Connecticut. 

CONNECTICUT  CHAPTER  OF  THE  NATIONAL  HEMOPHILIA 
FOUNDATION 

October  18,  1967 

Morning  Session— 10:00  A.M.  to  1:00  P.M. 

Concepts  of  Coagidation  and  the  I.aboratoiy  Diagnosis  of 
Coagulation  Defects 

Management  of  Bleeding  in  Hemophilia 

New  .-VHG  Concentrates  and  Ehcir  U.se 

Afternoon  Session— 2:00  to  4:30  P.M. 

Afanagemcnt  of  Orthopedic  Problems  in  Hemojtbilia 

Psychiatric  Problems  in  Hemophilia 

Managemetit  of  Dental  Problems  in  Hemophilia 

Hemophilia  Genetics  and  Genetic  Cotinseling 


Eo  be  held  in  tbe  Mary  ,S.  Harkne.ss  Memorial  Auditoritim 
at  \ale  I’niversity  Sdiool  of  Medicine,  333  Cedar  .Street, 
New  Haven,  Connecticut.  .-All  interested  physicians  are  in- 
vited to  attend.  Advance  registration  is  not  retjuired,  and 
no  fees  will  be  charged.  Physicians  on  call  may  be  reached  at 
telephone  number  502-1151,  extension  140. 

Sponsored  by  the  Connecticut  Chapter  of  the  National 
Hcmo])hilia  Foundation  and  5ale  I'niversity  School  of 
5reclicine. 

SYMPOSIUM  ON  PEDIATRIC  ALLERGY 
St.  Francis  Hospital  — Department  of  Pediatrics 
114  Woodland  Street,  Hartford,  Conn. 
Wednesday,  November  15,  1967 

9:30  Registration 
9:45  Introduction 

4\'illiam  J.  Fahey,  M.D.,  Director  of  Medical  Education 
Joseph  C.  Cullina,  M.D.,  Chairman,  Department  of 
Pediatrics 

19:00  “.\topy  and  the  General  Nattire  of  the  .\llergic  State” 
Raymond  1).  Peterson,  M.D., 

Director  of  Research 

FaRabida— I’niversity  of  Chicago  Institutes 
Chicago.  Illinois 

1 1 : 00  Coflec 

11:30  ‘‘Fxcema  and  Other  .Allergic  Dermatologic  States.” 
Harold  1.  Fecks,  M.D. 

Children's  Hospital 
Philadelphia.  Pennsylvania 

12:30  Funcheon 

1:30  “.Vsthnra  and  Related  Respiratory  Conditions” 
I.eonard  S.  (,irsh,  M.D. 

St.  Christopher’s  Hospital  for  Childreir 
Philadelphia,  Penn.sylvania 

2:30  Intermission 
3:00  Panel  Discussion 

Afoderator:  AN'illiam  F.  Hart,  M.D.,  Chairman  of 

Education,  Department  of  Pediatrics 

Panelists:  I.eonard  S.  Girsh,  M.D. 

Harold  I.  I.ecks,  M.D. 

Raymond  1).  .A.  Peterson,  M.D. 


CLASSIFIED  ADVERTISING 

J9.00  for  25  words  or  less; 

$13.00  for  50  words;  20^  for  each  additional  word. 

50^  extra  if  keyed  through  CONNECTICUT  MEDICINE 

PAYABI.E  IN  ADVANCE 

Closing  Date  for  copy:  10th  of  month  PRECEDING 
date  of  issue. 


EFDERFY  PSA'CHIATRIST,  preparing  to  retire,  has  attrac- 
tive office  space  available.  Excellent  location  on  East  side  of 
Bridgeport.  Call  Bridgeport  334-2755  or  write  D.P.G.,  c/o 
Connectictit  Medicine. 
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OBITUARIES 


Harold  B.  Woodward,  M.D. 
1887-1967 

Dr.  Harold  B.  'W^oodward,  age  80,  of  Pinehurst 
Road,  Bristol  died  in  Bristol  Hospital  August  1, 
1967  from  congestive  heart  failure. 


He  was  born  in  Terryville,  Connecticut,  February 
13,  1887.  He  graduated  from  Bristol  High  School 
in  1904,  received  his  B.S.  in  1908  from  Wesleyan 
University,  and  M.D.  in  1912  from  John  Hopkins 
Medical  School.  He  interned  in  Waterbury  Hospi- 
tal and  the  following  year  opened  his  office  in 
Terryville  for  the  general  practise  of  medicine.  Dr. 
Woodward  was  appointed  to  the  medical  staff;  of 
Bristol  Hospital  in  1922. 

He  volunteered  in  World  War  I for  the  U.S. 
Army  Medical  Corps  and  sailed  with  the  first 
contingent  of  troops  to  go  overseas  in  Sept.  1917.  He 
served  in  hospitals  in  England  and  with  the  British 
Army  in  France,  holding  rank  of  Captain  on  his 
discharge. 

He  then  attended  University  of  Pennsylvania 
for  specialization  in  Diseases  of  Eye,  Ear,  Nose  and 
Throat,  and  was  named  Attending  Surgeon  in  this 
field  in  Bristol  Hospital  in  1929.  He  was  also  At- 
tending Surgeon  in  New  Haven  Hospital  and  in- 
structor in  Ophthalmology  and  Clinical  Assistant 
at  Yale  Medical  School.  During  the  period  he  {prac- 
tised his  sjpecialty  in  Bristol  and  retired  in  1957. 

In  1914  he  married  Nellie  H.  Birtch,  R.N.  of  New 
Brunswick,  Canada,  who  died  in  1959.  In  1960 
he  married  Mrs.  Lila  Hubbard  of  Bristol,  who  sur- 
vives him. 


Fie  was  an  ardent  golfer  and  fisherman,  and  held 
membershi]3  in  Pequabuck,  Chij;)jianee  and  Winter 
Park  Golf  Clubs.  He  was  a member  of  Bristol 
Rotary  Club  and  LIniversity  Club  of  Winter  Park, 
Florida,  where  he  s{3ent  his  winters  following  re- 
tirement. 

He  was  a member  of  Bristol,  Litchfield  County, 
the  Connecticut  State  Medical  Society,  and  Ameri- 
can Medical  Association. 

Dr.  Woodward  was  highly  regarded  by  his  col- 
leagues and  his  jaersonal  interest  in  his  patients  was 
dee]rly  a{r{rreciated.  He  was  a generous  and  kind 
man  who  advised  and  hel}ped  many  families  in 
Bristol  and  Terryville.  His  memory  is  cherished  by 
his  many  friends. 

Winfield  E.  Wight,  M.D. 

Warren  A.  Tanner,  M.D. 
1886-1967 

Warren  A.  Tanner  was  born  in  Brooklyn,  Con- 
necticut on  June  5,  1886,  the  son  of  Alfred  and 
Lucy  Tanner.  His  father,  Alfred,  was  a {practicing 
{physician  in  Brooklyn,  Connecticut.  Dr.  Warren 
attend  the  {public  school  in  Brooklyn,  Connecticut 
and  Killingly  High  School  in  Danielson,  Connecti- 
cut from  where  he  graduated  in  1906.  He  then  at- 
tended the  University  of  Vermont  and  was  gradu- 
ated from  the  University  of  Vermont  Medical 
School  in  1912.  His  internshi{P  was  at  the  Fanny 
Allen  Hos{pital  in  Winooski,  Vermont.  He  was 
then  in  general  {practice  in  Stamford,  Connecticut 
in  1913  where  he  piacticed  for  about  one  year.  His 
father  Alfred  Tanner,  M.D.  then  died,  ancl  he  took 
over  his  father’s  {practice  in  Brooklyn,  Connecticut. 
He  was  married  and  his  first  wife  and  he  lived  to- 
gether for  less  than  one  year  following  which  they 
divorced.  There  were  no  children  from  this  mar- 
riage. 

In  1919  he  w’as  married  to  Bertha  Boehme  of 
Brooklyn,  New  York.  He  had  one  son  Warren 
Avery,  Jr.  born  July  13,  1920.  Dr.  Tanner  s{Pent 
fifty-four  years  in  general  {practice  in  Connecticut: 
fifty-three  of  these  in  the  towns  of  Danielson  and 
Brooklyn.  This  he  did  in  his  own  quiet,  humble 
way  and  was  admired  by  all.  About  ten  years  ago, 
he  received  the  Man  of  the  Year  Award  for  service 
to  the  community  by  the  Danielson  Chamber  of 
Commerce.  Dr.  Tanner  continued  to  {practice  in 
Danielson  until  about  six  months  ago,  when  he 
became  too  ill. 

He  was  health  officer  for  the  towns  of  Killingly 
and  Brooklyn  for  many  years.  He  was  a member  of 
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'‘Ueorge  wants  to  know  if  it's  okay  to  take  his  cold 
medicine  now,  Doctor,  instead  of  seven  o’clock?” 
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The  long-continued  action  of  Novahistine  LP 
should  help  you  both  get  a good  night's  sleep. 
Two  tablets  in  the  morning  and  two  in  the  evening 
will  usually  provide  round-the-clock  relief  by  help- 
ing clear  congested  air  passages  for  freer  breathing. 
Novahistine  LP  also  helps  restore  normal  mucus 
secretion  and  ciliary  activity— normal  physiologic 
defenses  against  infection  of  the  respiratory  tract. 
Use  cautiously  in  individuals  with  severe  hyper- 
tension, diabetes  mellitus,  hyperthyroidism  or 
urinary  retention.  Caution  ambulatory  patients  that 
drowsiness  may  result.  Each  Novahistine  LP  tablet 
contains:  phenylephrine  hydrochloride,  25  mg.,  and 
chlorpheniramine  maleate,  4 mg. 

NOVIIHISTINr  LP 


PITMAN-MOORE  Division  of  The  Dow  Chemical  Company,  Indianapolis 
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ihc  Windham  (iounty  ATcdical  Association,  the 
Conncclicnl  Slate  Medical  Society  and  the  AMA. 
His  hol)hies  were  collecting  stamps  :ind  fishing.  He 
died  at  the  Day  Kimhall  Hospital  on  june  2.S,  19t)7 
of  “ai  lei  iosc  lei  otic  heart  disease  and  emphysema.” 

(i.  CaiARTlKR,  .\f.D. 


In  Memoriam 


Daly,  Charles  \Vh— Hartford;  College  of  Physi- 
cians and  Surgeons,  1910.  He  was  a member  of  the 
consulting  stall  at  St.  Francis  Hospital,  and  former 
president  of  the  Hartford  P>oard  of  Health.  He  was 
a member  of  the  Hartford  (ionnty  Medical  Asso- 
ciation, the  Connecticut  State  Medical  Society,  and 
the  Amei  ictin  Medical  Association.  Dr.  Daly  died 
.Vugust  ,M,  at  the  age  of  71. 

Cillson,  Reginald  E.— Branford;  University  of 
\'ermont  Medical  School,  1929.  Dr.  Cillson  was  a 
prominent  clei  inatologist  and  allergist  in  the  New 
Haven  area  for  23  years,  .\fter  retirement  in  June 
of  19()5,  he  became  assexiated  with  the  .Medical  De- 
partment of  Pratt  and  AVhitney  jjlant  in  North 
Haven.  Dr.  (cillson  was  a member  of  the  staffs  of 
the  St.  Rajthael’s  and  Yale-New  Haven  Hospitals. 
He  was  a member  of  the  New  Haven  County  Medi- 
cal .\sscxiation,  the  Connecticut  State  Medical  .Soci- 
ety, the  American  Medical  Association,  the  .Ameri- 
can Academy  of  Dermatology,  and  fellow  emeritus 
of  the  .American  College  of  .Allergists.  Dr.  Cillson 
died  Sejjtember  12,  at  the  age  of  80. 

Italia,  .Sebastian  R.— ^Vethersfield,  Yale  Univer- 
sity School  of  Medicine,  1957.  Dr.  Italia  was  a prac- 
ticing surgeon  and  general  practitioner  in  Hart- 
ford. He  was  vice  president  and  on  the  Board  of 
Directors  of  the  Hartford  Chajrter  of  UN  ICO.  He 
was  a member  of  the  Hartford  Cotinty  Medical 
.Association,  the  Connecticut  State  Medical  Society, 
and  the  American  Medical  Association.  Dr.  Italia 
died  September  1 1,  at  the  age  of  36. 

Maiorano,  Joseph  F.— New  Haven;  New  A’ork 
Medical  College,  1943.  Dr.  Maiorano  was  an  ortho- 
pedic specialist  in  the  New  Haven  area  for  many 
years.  During  World  War  II,  he  v\'as  a captain  in  the 
Medical  Corjis,  ser\ing  in  the  European  Theater. 
He  was  attending  orthopedic  physician  at  St. 
Raphael’s  Hospital  and  formerly  was  the  physi- 
cian for  the  East  Haven  High  School  football  team. 
He  was  a member  of  the  New  Haven  County  Medi- 
cal Association,  the  Connecticut  State  Medical 
Society,  the  American  Medical  .Association,  and  a 
diplomate  in  Orthopedics.  Dr.  Maiorano  died 
September  5,  at  the  age  of  49. 


Mastrony,  Paul  C.— Bridgeport;  Catholic  Uni- 
versity of  Louvain  Medical  School,  1959.  Dr. 
.Mastiony  was  a psychiatrist  and  direttor  of  the 
Depailment  of  Physical  Medicine  at  St.  Joseph’s 
Hospital,  Stamford.  He  was  a U.S.  .Army  V'eteran 
ol  W'orlcl  W’ar  11.  He  was  a member  of  the  Stamford 
Medical  Scjciety,  the  Fairfield  County  Medical  Asso- 
ciation, the  Connecticut  State  Medical  Society,  and 
the  .American  Medical  .Association.  Dr.  Mastrony 
died  .August  26,  at  the  age  of  40. 


BOOKS  RECEIVED 


Books  received  for  revieiv  are  acknowledged  in  this 
department  and  such  acknowledgement  must  be  re- 
garded as  a sufficient  return  for  the  courtesy  of  the 
sender.  Selection  will  be  made  for  review  in  the 
interests  of  our  readers  and  as  space  permits. 


Thiamine  Deficiency:  Biodicniical  Lesions  and  their  Clinical 
Significance.  Ciba  Foundation,  Study  Group  No.  28.  Edited  by 
G.E.W.  AVoLstenholme,  O.B.E.,  F.R.C.P.,  F.I.  Biol,  and 

.\Iaeve  O'Cionnor.  B.A.  l.ittle,  Brown  and  Company,  Boston, 
p[>.  with  46  illustrations. 


Endocrinology  of  the  Testis.  Edited  by  G.E.W.  W^olstenholme, 
C:iba  Foundation  Colloquia  On  Endocrinology,  Volume  X\’I. 
O.B.E..  F.R.C.P.,  F.I.  Biol,  and  Maeve  O’Connor,  IL.A. 

l.ittle,  Brown  and  Company,  Boston,  1967.  331  pp.  with  93 
illustrations.  .'jl2.50. 


Development  of  the  Lung.  Cilta  Foundation  Symposium. 
Fdited  by  S.  de  Reuck,  M.Sc.,  D.I.C.,  A.R.C.S.  and 

Rtitb  Porter,  .VLR.C.P.  Little,  Brown  and  Company,  Boston, 
l!)67.  408  ]jp.  with  134  illustrations.  $13.00. 


Caste  and  Race:  Comparative  Approaches.  A Ciba  Foundation 
\'olttnie.  Edited  by  .Antbony  de  Reuck  and  Julie  Knight. 
Little,  Brown  and  Company,  Boston,  1967.  348  pp.  illustrated. 
$12.00. 


.SPEECH  INSTRUMENTS:  We  are  the  sole 
distributors  in  Connecticut  for  the  Cooper- 
Rand  and  the  Aurex  artificial  larynx  speech 
instruments. 

PROFESSIONAL  HEARING  AIDS  SERVICE 
located  at  699  Main  Street  in  H.ARTFORD 
ton  the  street  floor;  facing  Travelers  Insur- 
ance Co.) 

CALL  525-2131 

Information  Mailed  on  Request- 
No  Agents  Or  Solicitors 
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GROUP  ACCIDENT  AND  SICKNESS  PLANS 
GROUP  MAJOR  MEDICAL  PLANS 


SPONSORED  BY 

THE  CONNECTICUT  STATE  MEDICAL  SOCIETY 


FOR  THE  COMPLETE  SERVICE  THAT  IS  ALWAYS 
AS  NEAR  AS  YOUR  TELEPHONE,  CALL  OR  WRITE: 


ARTHUR  W.  BADE,  Insurance 

P.O.  BOX  4086,  HAMDEN,  CONNECTICUT 
TELEPHONE  288-7791 

Commercial  Insurance  Company 
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NEW  BOOKS  IN  REVIEW 


SYNOPSIS  OF  PEDIATRICS.  2nd  Edition.  Edited  by 
Janies  C.  Hughes,  B.A.,  M.l).  The  C.  V.  Mosby  Com- 
pany. Saint  Louis,  1967.  1099  pp.  with  H6  illustra- 
tions. 

Reviewed  liy:  I.OIMS  H.  XAHIM 
I lie  paie  of  modern  ineilidne  is  rajiid  and  it  is  difiicull 
for  even  I lie  most  devoted  physician  to  keep  abreast  of 
progress.  The  Inisy  jihysician  must  read  as  lie  rtiiis  aliont. 
Ifooks  are  legion  hut  time  is  limited.  Pre.sentations  that 
condense  and  crvstalli/e  important  medical  inforniatiori  are 
not  always  available.  In  this  synopsis  it  is.  It  does  not  rival 
excellent  pediatric  reference  texts  which  are  indispensable 
to  the  specialist.  .Vnd  so  this  reference  does  not  cover  every- 
thing. 

However,  there  is  a strong  orientation  towards  explana- 
tions of  the  fundamental  mechanistns  of  disease  which  suc- 
cessfulh  bridges  the  gap  between  basic  science  and  clinical 
pediatiics.  Ibis  helps  one  to  apjireciate  disea.se  and  ex- 
plains the  logic  of  correct  therapy.  Medical  art  has  here 

given  way  to  basic  science. 

I bis  hook,  like  the  child,  has  grown  in  size  because  coni- 
pt ehctisiveness  is  antithetical  to  brevity  httt  it  does  con- 
trilmte  to  clarity.  1 here  is  an  interestitig  method  of  medical 
illustration  evolved  hv  the  Kditor  which  cotisists  of  organ 

arrow  and  label  overlays  suiierimposed  upon  the  pictitre  of 
a child.  It  is  an  excellent  method  for  making  ilhistrations 
and  teaching  slides. 

Wlieti  one  compares  the  lirst  editioti  of  four  years  ago  with 
this,  one  fltids  extensive  levisions  and  new  material  and 
manv  sections  have  been  rewritten.  New  chapters  have  ap- 
pearetl  on  autosomal  abtiormalities,  caticer  in  childhood  and 
the  urinary  tract,  file  index  has  also  been  strengthened. 

I his  edition  discusses  perfectly  the  fundamentals  of  pedi- 
atrics iti  a dear  cut  straightforward  manner.  It  is  highly 

rettmimended  for  studctits,  interns,  physiciatis  and  paramedi- 
cal peisontiel,  partictilaih  nurses  and  social  workers.  If  the 
liist  edition  was  so  successful  this  will  be  more  so.  It  is 
too  heavv  to  cairy  in  an  overcoat  but  is  the  more  valuable 
for  havittg  a more  comprehetisivc  coverage. 


COJSCESTIVE  HEART  FAILURE.  Edited  by  Ralph  M. 
M yerson,  R.S.,  M.D.,  F.A.C.P.  and  Bernard  II.  Pastor 
(deceased),  A.B.,  M.D.,  F.A.C.P.  The  C.  V.  Mosby 
Company,  Saint  Louis,  1967.  174  pp.,  illustrated. 
$12.8.Y. 

Reviewed  by:  I.OI'I.S  H.  N.AHL'M 

('.ongestive  heart  failure  is  one  of  the  important  problems 
confrotiting  the  physician.  Our  understanding  of  its  jratho- 
physiology  and  its  thera]iv  is  now  well  advanced.  I'lie 
aitthors  of  this  little  hook  have  succeeded  well  in  correlating 
the  fittidamental  disturbances  jiresent  in  congestive  heart 
failure  with  the  clinical  jiicture  atici  therapy. 

I he  book  is  written  inucli  like  a dictionary  of  Iieait 
failure.  I liere  are  six  chaptets.  I lie  tiormal  rardiova.scttlar 
system,  the  etiology  and  pathogenesis  of  congestive  failure, 
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the  diagnosis  ot  congestive  failure,  the  treatment  of  con- 
gestire  failure,  refractory  cardiac  failure  and  acute  pid- 
inonary  edema.  I’he  cardiac  lymphatics  and  their  relalion 
to  heart  failure  are  not  considered. 

The  treatment  of  each  sidrject  is  clear,  precise,  authorita- 
tive and  yet  not  dogmatic.  Excellent  roentgenograms  along- 
side of  heart  models  are  a real  innovation  and  help  clarify 
the  interpretations.  There  are  a few  salt  restricted  diets 
inserted.  The  electrocardiograms  are  \ery  few  dealing  with 
evidence  of  digitalis  elfect  and  changes  caused  by  right  and 
left  ventricular  hypertrophy.  Prolonged  bed  rest  in  refrac- 
torv  heart  failure  is  not  discussed  but  the  subject  itself  is 
excellently  discussed  in  every  other  respect. 

The  text  will  undoubtedly  proce  \alttable  to  students  of 
medicine  and  post-graduates  and  practicing  physicians  who 
tvish  to  increase  their  knowledge  and  tinderstanding  of  this 
vital  part  of  medical  practice. 

MAIWAL  OF  PREOPERATIVE  AISD  POSTOPERATIVE 
CARE  by  the  Committee  on  Pre  and  Postoperative 
Care,  American  College  of  Surgeons.  Editorial  Sub- 
committee: Henry  T.  Randall,  M.D.,  Chairman ; James 
D.  Hardy,  M.D.;  and  Francis  D.  Moore,  M.D.  W'.  B. 
Saunders  Company,  Philadelphia  and  London,  1967, 
506  pp.  $8.50. 

Reviewed  by  1R.\  S.  GOLDEN  BERG 

.\s  modern  surgical  techniques  become  more  and  more 
complex,  so  also  does  supervision  of  the  surgical  patient 
before  and  after  operation.  M present,  scarcely  any  area  ol 
human  anatomv  is  outside  the  scope  of  reparative  surgical 
procedures  and  it  follows  that  keen  appreciation  of  physio- 
logical aberrations  is  mandatory  to  jnepare  a patient  foi 
operation  and  to  ensure  uneventful  poslsurgical  recovery. 
New  concepts  of  basic  body  processes  altered  by  surgical 
stress  are  reported  constantly  and  old  ideas  must  be  dis- 
carded in  light  of  necv  discoveries. 

The  .American  College  of  Surgeons  has  long  recogni/.ed 
that  many  surgeons,  especially  those  who  have  been  in 
practice  for  a number  of  years,  may  not  be  cognizant  of  all 
the  recent  knowledge  applicable  to  patient  care.  This  book 
has  been  developed  from  a series  of  postgraduate  courses 
offered  by  the  College  over  the  past  few  years  to  fill  this 
gap.  It  is  not  a textbook  but  rather  a guide  in  which  a 
group  of  eminent  surgeons  present  the  material  succinctly 
but  completely.  .Ml  the  principles  of  current  pre-  and  post- 
operative management  are  covered  while  physiological 
mechanisms  as  lelated  to  sitrgical  patients  are  distttssed 
didactically.  Included  are  such  physiological  aspects  as 
nittrition;  fluid  and  electrolyte  balance;  endocrine,  respira- 
tory, cardiac  and  retial  factors;  disorders  of  blood  coagtila- 
tion;  infectioti;  and  shock.  In  later  chairters  specific  operations 
and  pathological  conditions  are  discit.ssed  without  including 
operative  tcchin(|ue  but  detailing  the  precepts  of  manage- 
ment of  associated  and  induced  abnoi  inalities. 

This  mantial  serves  an  important  ftmctioti  itr  dehnitig  what 
must  be  dotie  by  the  suigeon  to  return  his  patient  to  health. 
'The  “how”  is  emphasized,  but  the  “why”  is  not  omitted. 
.\ny  practicing  surgeon  or  suigeon  in-training  tvill  benefit 
by  reading  it  from  cover  to  cotei.  ,\s  tisual,  AV.  B.  .Saunders 
has  piodttced  an  excellent  volitme  which  has  clear  type,  good 
page  composition  and  a icasonable  price. 


FREE  YOUR  PATIENTS  from 
/ deficient  neutralization 
/ poor  taste 
/ burdensome  cost 

with  DICARBOSir  antacid 

■ effective  neutralizing  power -Two  tablets  in  vitroi, 
provide  nearly  2 hours’  relief  within  effective  pH 
range  3 to  5.5. 

■ pleasant  taste— A fresh  mint  flavor  patients  con- 
tinue to  enjoy,  because  with  Dicarbosil’s  unique* 
formulation,  chalky  aftertaste  is  no  longer  a problem. 

■ exceptional  economy— Due  to  its  high  neutraliza- 
tion capacity  combined  with  low  cost  (l0  or  less 
per  tablet),  Dicarbosil  is  within  the  reach  of  all 
patients. 

1.  Schleif,  R.H.:  J.A.PH.A.,  46:179,1957  *U.S.  Pat.  No.  3,062,714 

Active  Ingredients:  Calcium  Carbonate  Precipitated  0.489 
Gm.,  Magnesium  Carbonate  0.011  Gm.,  Magnesium  Tti- 
silicate  0.006  Gm. 

Write  for  Professional  Samples 

ARCH  LABORATORIES 

A Division  of  Lewis-Howe  Company 
319  South  4th  Street  • St.  Louis,  Missouri  63102 
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Increased  participation  by  members  of  the  Connecticut 
State  Medical  Society  in  the  Society  Sponsored  Overhead 
Expense  Plan,  pins  continued  favorable  experience,  has 
resulted  in  a rate  reduction  of  12%,  effective  November  1, 
1967.  Underwriting  limits  have  also  been  raised  from 
■I I, ()()()  to  $1,500  a month.  A continuous  program  of  expand- 
ing benefits  since  1961  made  this  the  broadest  benefit 
Overhead  Expense  Policy  on  the  market;  these  latest 
changes,  however,  make  this  plan  incomparable.  For  details 
write:  Group  Insurers,  Inc.,  1184  Chajoel  Street,  New 
Haven,  Connecticut  624-2121 


WUett  jfOfi  .pfiaicwie 

lENTOCtllll  LOTION  MILD 

rrORimA—  Alcohol . 70% 

^ Benzocaine  • 10% 


Mu  • • • 


Chloroform,  4 mins,  per  fluidounce. 


lotion  MILD  makes  it  easier  to  90  through 
thte;  troublesome  teething  period.  A smoll  amount,  applied  with 
^ massage,  brings  quick,  soothing  relief  to  irritoted  and 

, llldl<^ed  gum  tissue,  aids  in  getting  infant  back  to  sleep. 


m*t  Mtc  Moilte^  . . • 


ponviding  more  comfort  and  extra  sleep  for  the  baby.  DENTO* 
LOTION  MILD  grants  the  mother  greater  peace  of 
land  several  additional  hours  of  necessory  rest. 

ADULT  is  also  useful  in  providing  temporary  relief 
for  pain  of  adult  toothache. 


Dentocain  Co.,  Bloomfield,  Conn.,U.S.A. 


Professional  samples 
and  descaplive 
literature-  sent  on 
request. 
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with 

nitroglycerin  b.i.d 


Unique  Nitrospan  micro-dialysis  process* 
adds  an  important  dimension -TIME-to  nitroglycerin  therapy 


Helps  decrease  frequency  and  severity  of  attacks;  often 
increases  exercise  tolerance.  Decreases  need  for  sub- 
lingual nitroglycerin,  increases  patient  confidence. 
Smooth,  continuous  release  independent  of  gastrointes- 
tinal functions  reduces  headache  and  other  side  effects 
that  might  result  from  peak  concentrations  of  tablet  or 
intermittent-release  preparations. 

Indication  and  Dosage:  For  prophylactic  use  only  in  an- 
gina pectoris,  1 capsule  every  12  hours.  Precautions:  For 
prophylaxis  only,  not  for  relief  of  acute  anginal  attacks. 
Tolerance  to  nitrites  may  develop  on  long-continued  use. 
Contraindications:  Idiosyncrasy  to  nitroglycerin,  and 
early  myocardial  infarction.  Side  Effects:  With  use  of 
nitrites,  transient  headache,  postural  hypotension,  nausea 


and  vomiting  may  occur.  Overdoses  may  cause  flushing, 
dizziness,  tachycardia,  headache  and  syncope. 


''The  micro-dialysis  cell.  Nitrospan's  timed-release  mech- 
anism is  different  from  those  usually  employed  in  sus- 
tained-action capsules,  which  rely  on  unpredictable 
digestive  processes.  The  nitroglycerin  in  Nitrospan  cap- 
sules is  contained  within  hundreds  of  dialysis  cells  of 
controlled  permeability.  The  contents 
of  each  micro-dialysis  cell  are  released  * 
by  diffusion  rather  than  disintegration, 
at  a continuous  rate  independent  of  g 
gastrointestinal  action.  Only  the  pres- 
ence  of  fluid  is  required.  ^ 


^^^NITROSRAN 

.....nitroglycenn 


2.5  mg.  in  micro-dialysis  cells 


For  a starter  supply  of  NITROSPAN,  write:  USV  PHARMACEUTICAL  CORPORATION,  800  Second  Avenue,  New  York,  N.Y.  10017 

PRODUCERS  OF  DBI®-TD  (phenformin  HCI) 
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MANUSCRIPTS 

Manuscripts,  including  references  or  bibliography,  must 
be  typewritten,  double-spaced  on  white  paper  8i/^  x 11 
inches  with  adequate  margins  on  firm  paper.  The  original 
copy,  not  the  carbon  copy  shoukl  be  submitted.  Carbon 
copies  or  single  spaced  manuscripts  will  not  be  considered. 
Authority  for  approval  of  all  contributions  rests  with  the 
Editorial  Board,  and  the  Board  reserves  the  right  to  edit 
any  material  submitted.  Receipt  of  manuscripts  will  be 
acknowledged  and  unused  manuscripts  returned.  Accepted 
manuscripts  become  the  permanent  property  of  the 
Journal  and  may  not  be  reprinted  elsewhere  without  per- 
mission from  both  the  author  and  Connecticut  MEDictNE. 
The  author  is  responsible  for  all  statements  made  in  his 
work,  including  changes  made  by  the  copy  editor. 

Material  printed  in  Connecticut  Medicine  is  covered  by 
copyright. 

The  Journal  does  not  hold  itself  responsible  for  state- 
ments made  by  any  contributor.  ^ ^ 

^ ’ STYLE 

'I'he  first  page  shoidd  list  title,  the  author  (or  authors)  , 
degrees,  hospital  positions  and  any  institutional  or  other 
credits.  References  should  conform  to  the  usual  style  of 
the  Journal  (listing  name  and  initials  of  author,  title  of 
article,  journal,  volume  number,  first  and  last  pages  and 
year)  , and  should  be  cited  numerically  in  the  order  in 
which  they  appear  in  the  text;  the  number  should  be 
limited  to  the  absolute  minimum. 
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kience  Tools: 

26.  Cerebral  Angiography 

Failure  of  the  cerebral  circulation  cjuickly  pro- 
luces  anoxic  function  of  cerebral  tissue.  From  three 

0 four  minutes  of  ischemia  will  kill  nerve  cells  in 
he  cerebral  cortex.  In  response  to  diminished 
hood  flow  collateral  channels  will  develop  in  the 
reck,  at  the  circle  of  Willis  and  over  the  hemi- 
pheres  between  major  vascular  channels  of  the 
rrain,  and  between  cerebral  and  meningeal  vessels. 

The  phvsicians  can  no  longer  be  content  with 
j diagnosis  of  occlusion  of  a cerebral  vessel  based 

1 lely  on  clinical  signs  and  a knowledge  of  vascular 
inatomy.  When  there  is  clinical  evidence  of  cere- 
bral ischemia  the  multiple  factors  which  influence 
tlie  hemodynamics  of  cerebral  blood  flow  must  be 
tonsidered.  More  extensive  pathological  investiga- 
tions and  more  frequent  use  of  arteriography  and 
more  extensive  surgical  experience  all  have  re- 
sulted in  a better  understanding  of  the  stroke 
syndrome. 

Many  failures  of  the  blood  supply  to  the  brain 
occur.  There  are  factors  in  the  heart,  blood  and 
arterial  pressure  that  may  play  a part  in  producing 
ceiebral  ischemia.  Then  there  is  stenosis  of  carotid 
and  vertebral  arteries  as  well  as  changes  in  intra- 
cranial vessels  within  the  skull.  For  this  reason  it 
is  customary  to  consider  the  cerebral  vascular  tree 
from  the  aortic  arch  onward,  since  stenosis  in  these 
arteries  can  by  interfering  with  blood  flow  have  the 
same  effect  as  a stenosis  at  a more  distal  site.  It  is 
for  this  reason  that  investigation  of  degenerative 
vascular  disease  must  begin  at  the  aortic  arch  and 
proceed  peripherally.  It  is  an  implementation  of 
this  conclusion  that  four  vessel  angiography  usually 
performed  by  a catheter  placed  in  the  aortic  arch 
and  elsewhere  in  the  vascular  tree  has  been  per- 
formed. 

For  transient  ischemic  attacks  or  completed 
strokes  likely  to  be  due  to  infarction  the  first  step 
requires  an  assessment  of  the  state  of  the  extra- 
cranial arteries.  From  them  emboli  can  arise.  They 


are  the  sites  of  constrictions  which  may  have  re- 
duced the  cerebral  blood  flow  and  they  are  the 
vessels  within  reach  of  the  vascular  surgeon.  These 
vessels  recjuire  visualization  by  an  intra-arterial 
catheter  introduced  into  the  axillary  artery  and 
sited  in  the  aorta.  This  permits  good  visualization  of 
the  risjht  side  of  the  vascular  tree  and  two  thirds 
of  left  side  cases  as  well.  In  those  of  the  left  side 
not  visualized  during  right  catheterization  the 
femoral  route  is  required.  There  is  some  difficulty 
here  because  occasionally  tortuosity  of  the  iliac 
arteries  prevents  the  catheter  from  entering  the 
aorta.  If  the  left  carotid  or  vertebral  shows  a bruit 
this  is  the  method  of  choice.  It  may  even  be  ne- 
cessary to  place  a needle  in  the  left  carotid  artery  in 
certain  patients  in  whom  the  right  axillary  artery 
catheterization  has  brought  the  left  common  carotid 
artery  under  suspicion. 

Every  surgeon  operating  upon  a carotid  artery 
stenosis  needs  to  know  the  state  of  the  other  side 
arteries  including  the  vertebrals.  Thus  catheteriza- 
tion of  the  aortic  arch  is  necessary  supplemented  by 
puncture  of  a single  artery  when  it  comes  under 
cpiestion.  If  the  clinical  situation  indicates  that 
detailed  study  of  the  intracranial  vessels  is  the  pre- 
eminent requirement,  then  of  course  direct  punc- 
ture of  a single  artery  becomes  preferable.^ 

Fhere  is  some  hazard  in  arterial  catheterization. 
The  most  common  is  a thrombus  at  the  site  of  the 
catheter  puncture  but  this  risk  is  very  small— .06 
mortality  rate  and  0.7  serions  complication.^  Such 
figures,  however,  are  acceptable  in  view  of  the 
serious  nature  of  the  condition  under  investiga- 
tion. Other  lesions  more  rarely  produced  are  eleva- 
tion of  an  intra-arterial  plaque  and/or  sub- 
intimal  dissection. 

Cerebral  angiography  is  a part  of  a major  effort 
to  prevent  strokes.  It  has  clarified  alterations  in 
cerebral  blood  flow  which  may  arise  in  a variety  of 
situations.  There  is  compression  or  kinking  of 
arteries  which  may  arise  during  movement  of  the 
neck  especially  in  patients  with  cervical  spondy- 
litis.^ Then  there  is  the  vertebral  axillary  blood  di- 
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\cTsiou  syiulroiiie  causing  iiitennittein  vertebro- 
basilar ischemia. I'here  are  recnrreiu  or  completed 
strokes  due  to  narrowing  or  occlusion  of  an  artery 
in  the  neck.  J’hese  situations  can  be  diagnosed  by 
angiography.  As  a consetpience  rapid  serial  angi- 
ography, cinellouroscopy  and  video  tape  are  increa.s- 
ingly  employed  in  diagnosis  of  cerebro-va,scular 
ilisease.  Ihis  nudtiplicity  of  technitpies  for  angi- 
ography of  degenerative  cerebrovascidar  disease 
greatly  increases  diagnostic  achievement  and  in 
turn  our  therapeutic  potential. 

\ow  that  strokes  increasingly  afflict  younger  pa- 
tients and  the  possibility  is  o)rened  up  by  cerebral 
angiography  that  something  may  be  done  to  mini- 
mize the  damage  already  done  or  to  prevent  further 
damage  investigation  is  justified.  The  occtirrence 
of  a transient  ischemic  attack  in  both  older  and 
younger  patients  is  again  a strong  indication  for 
investigation  for  this  type  of  incident  is  often  a 
forewarning  of  a more  serious  stroke  which  may 
be  prevented  by  timely  intervention. 

I'he  presence  of  extracranial  artery  bruit  is  a 
lurther  indication  for  investigation  as  this  sign 
increases  the  probability  of  finding  a lesion  amen- 
able to  surgery.  It  should  also  not  be  forgotten  that 
in  any  series  of  patients  presenting  with  a stroke,  or 
even  transient  ischemic  attacks  a small  percentage 
will  have  a cerebral  neoplasm  or  vascular  mal- 
formation. Cerebral  angiography  is  often  extremely 
helpful  in  detecting  such  cases  as  well  as  intra- 
cranial aneurysms. 

Carelul  clinical  assessment  of  the  patient  both  as 
to  probable  site  of  his  lesion  and  his  general  cere- 
brovascular and  cardiovascular  status  is  recjuired. 
1 hen  it  is  jjossible  to  plan  intelligentlv  the  extent 
and  the  route  ol  cerebral  angiography  in  order  to 
obtain  the  maximnm  relevant  information  with  the 
minimum  of  hazard.  Used  in  this  manner,  cerebral 
angiography  undoubtedly  can  make  a major  con- 
tribution to  the  management  of  cerebrovascular 
disease. 

L.H.N. 
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Some  Medical  Aspects  Of 
Drug  Addiction  And  Abuse 

review  of  the  records  of  the  Chief  Medic; 
Examiner’s  Office  in  New  York  City  by  Cherubii 
showed  an  unusually  high  mortality  among  na 
colic  addicts.  Tlie  jirincipal  cause  of  death  ajipea 
to  Ire  sudden  collapse  with  pulmonary  edema  afti 
an  intravenous  injection.  Other  conditions  ass 
ciaied  with  narcotic  usage  are  tetanus  sepsis,  tube 
culosis,  hepatitis,  and  unknown  type  of  chron 
liver  disease,  endocarditis  with  pulmonary  er 
Irolism,  also  caused  by  thromboirhlebitis,  puhno 
ary  hypertension  due  to  foreign  body  granulon 
and  complications  of  pregnancy.  It  is  clear  that  v 
have  Ireen  thinking  hitherto  about  drug  addictic 
as  a social  and  psychologic  problem  but  neverth 
less  the  clinical  diseases  of  drug  addiction  are  re 
and  recpiire  more  attention  on  the  part  of  phy< 
dans. 

The  significance  of  these  disca.se  states  for  i 
dividual  jrhysicians  and  for  large  scale  addict  r 
habilitation  program  planning  is  immediate  an 
obvious.  .\s  the  current  trend  towards  the  develoj 
ment  ol  a so-called  “drug  cidturc’’  in  this  counti 
increases,  physicians  will  be  increasingly  confrontc 
with  medical  emergencies  and  diagnostic  puzzles  i 
those  who  al^iise  drugs.  Louria^  estimates  that  thei 
are  60  to  120  thousand  persons  in  the  United  Star 
who  are  already  addicted  or  habituated  to  opiat 
alone.  Most  of  them  take  heroin.  If  we  add  to  th 
figure  the  thousands  that  use  opiates  illicitly,  ii 
terniitlently  and  occasionally,  the  magnitude  of  tl 
problem  alone  becomes  enormous. 

Heroin  addiction  emerges  more  clearly  than  evi 
as  a life  threatening  and  deejdv  hazardous  existeni 
with  a long  series  of  gruesome  complications  mei 
tioned  above.  How  these  comjrlications  develo 
becomes  obvious  when  we  view  the  way  the  addii 
administers  the  drug  to  himself.  The  drug  in  tl 
form  of  morphine  originates  in  the  middle  or  f; 
east.  I his  is  then  acetylated  to  diacetyl  morphir 
(heroin)  in  illicit  laboratories  usually  in  France  ( 
Italy.  From  there  it  is  smuggled  into  this  counti 
through  New  \ork  City.  It  arrives  relatively  pur 
but  in  its  passage  through  many  venal  hands  it 
progressively  diluted  from  20  to  200  fold  by  beiii 
mixed  in  egregiously  unsterile  fashion  with  quinim 
lactose  mannitol  or  even  baking  soda. 

After  the  street  vendor  (pusher)  sells  the  one  t 
five  per  cent  heroin  to  the  user,  the  latter  mixes  tli 
powder  with  unsterile  water,  heats  the  mixtur 
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briefly  in  a spoon  or  bottle  cap  with  a match  or 
lighter,  then  draws  the  heroin  into  a syringe  or 
eye  dropper  through  cotton  to  Alter  out  the  larger 
impurities.  I'lie  heroin  is  then  injected  intravenous- 
ly without  any  attempt  at  skin  cleansing,  d he  user 
commonly  injects  the  heroin  in  the  presence  of  one 
or  more  fellow  users  in  the  group,  often  sharing 
the  needle  without  any  attempt  at  sterilization  be- 
tween the  intravenous  inoculations.  It  is  small 
wonder  that  self-administered  opiates  in  this 
fashion  jjroduces  severe  medical  complications 
which  include  overdo.se,  pulmonary  infections,  bac- 
terial endocarditis,  hepatitis,  cellulitis  thrombo- 
phlebitis, and  tetanus. 

()\erdose  kills  one  per  cent  of  users  every  year. 
In  19A4,  380  overdose  deaths  were  recorded.  The 
overwhelming  majority  of  users  experience  over- 
dose at  least  once  because  of  the  variability  of  con- 
tent of  the  heroin  packet.  The  increasing  venality 
of  traffickers  in  narcotics  will  result  in  greater  un- 
predictability as  to  exact  dose  and  thus  present  the 
heroin  addict  with  ever  increasing  risks  of  inad- 
vertant  overdose.  However,  there  are  more  to  the 
clinical  flndings  in  “overdose”  than  just  excessive 
amounts  of  heroin  injected.  Many  a typical  in- 
stances of  sudden  coma  and  pulmonary  edema, 
suggest  allergic  reactions,  histamine  release  and  poi- 
son by  toxic  adulterants.  For  this  reason  nalorphine 
(nalline)  while  usually  beneffeial  is  occasionally 
difficult  to  titrate  against  heroin  dose  and  may  be 
variable  in  its  effect  or  unpredictable. 

Perha])s  the  greatest  interest  that  attaches  to 
Cherubin  and  Louria’s  reports  have  to  do  with  the 
implications  on  the  broader  perspective  of  the  pos- 
sible consequences  of  the  spreading  use  of  all  psy- 
chedelic agents  for  purposes  once  reserved  for  al- 
cohol. Just  as  in  the  case  of  heroin  we  can  expect 
a steadily  increasing  number  of  adverse  reactions 
will  be  uncovered  in  various  endemic  centers  of 
drug  abuse,  and  new'  complications  w'ill  be  identi- 
Acd  also.  For  example  LSD,  the  mind  expander, 
has  now'  been  show'ii  to  have  deleterious  influences 
on  chromosomes  of  leucocytes  in  cell  culture.'^  In 
the  patient,  Frosch  reports,  LSI)  produces  acute  re- 
actions of  either  a jjanic  or  a psychotoxic  type  of 
overwhelming  anxiety,  fear  of  “going  crazy”  a sense 
of  helplessness  and  loss  of  control.  The  psychotoxic 
reaction  is  one  of  paranoia,  confusion  or  brave  re- 
sponses to  grandiose  or  persecution  delusions.  Final- 
ly is  the  recurrent  reaction  or  the  spontaneous  re- 
turn of  feelings  felt  under  the  influence  of  the  drug 
which  occurs  in  about  a third  of  those  who  take 


LSI)  and  may  occur  up  to  a year  after  the  actual  ex- 
perience of  the  drug.'*’^'^ 

Now  we  are  beginning  to  hear  that  intravenous 
injection  of  amphetamine  has  become  a well  estab- 
lished and  extensive  form  of  drug  abuse  all  over 
this  country.  Recently  Federal  agents  on  Long  , 
Island  seized  a Afty  jxjund  shipment  of  ampheta- 
mine powder  worth  1.75  million  dollars  and  again 
in  Chicago.  The  drug  is  also  injected  intravenously 
and  the  user  experiences  a sudden  overwhelming 
pleasurable  feeling  called  a “flash”  or  a “rush”  im- 
mediately after  injection.  The  user  remains  awake 
continuously  until  he  becomes  so  exhausted,  dis- 
organized, tense  or  paranoid  that  he  ceases  using  the 
drug  and  goes  to  sleet).  I he  toxic  reactions  users  ex- 
perience are  abrupt  and  extreme  mood  changes, 
frightening  images,  extreme  sensitivity  to  sensory 
stimulus,  belligerancc  sometimes  to  the  point  of 
violence  and  severe  paranoia.  Other  side  effects 
are  weight  loss,  occasional  severe  chest  pain  and 
unconsciousness  follow'ing  an  overdose.  Ultimately 
memory  and  ability  to  concentrate  are  permanently 
impaired. 

It  is  clear  that  drug  abuse  is  widespread.  We  must 
be  alert  to  identify  adverse  reactions  as  soon  as 
possible  and  this  includes  the  chronic  sequelae  as 
well  as  the  acute  syndromes.  A serious  suspicion  has 
already  been  raised  w'ith  regard  to  chronic  liver 
disea.se  in  heroin  cases.  But  there  are  many  other 
possibilities  and  the  proportion  of  all  drug  abusers 
who  Anally  develop  .some  type  of  chronic  disability 
may  prove  to  be  considerable  just  as  it  is  already 
clear  that  narcotic  addicts  are  highly  prone  to 
disease  and  death. 

Information  presently  at  hand  does  have  great 
signiAcance  w'ith  regard  to  what  is  likely  to  be  the 
need  for  medical  care  in  drug  addicts.  Since  drug 
deaths  seem  to  be  concentrated  in  certain  de- 
teriorated neighborhoods,  our  need  is  to  cure 
slumism.  I'hen  there  is  the  need  for  providing  con- 
tinuous medical  supervision  with  associated  in  pa- 
tient services.  Finally  is  a reejuirement  for  medical 
screening  procedures  which  must  be  devised  to 
identify  those  addicts  affected  by  the  associated 
disease  states  or  who  run  a high  risk  of  developing 
them.  Obviously  an  addict  treatment  program  that 
incorporates  these  three  enlightened  approaches 
can  claim  that  they  are  approaching  good  preven- 
tion and  treatment  of  drug  addiction. 

In  any  case  it  is  now  abundantly  clear  that  the 
increasing  misuse  and  abu.se  of  drugs  poses  grave 
medical  as  well  as  social  problems  to  today’s  society. 

L.H.N. 
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Electrocardiographic  Paradoxes 

The  electrocardiograph  i.s  a precision  instrument. 
It  does  not  err.  W'hen  errors  are  made  they  are 
made  l)v  the  interpreter  who  should  know  more, 
l)ut  who  should  diagnose  less,  leaving  room  for 
the  clinical  jricture  and  the  dcjctor  to  make  the 
final  diagnosis.  In  other  words  in  the  scheme  of 
a diagnosis  the  electrocardiogram  can  play  an  im- 
portant role,  but  an  electrocardiogram  is  not  the 
doctor. 

Errors  that  can  be  made  when  this  concept  is  not 
taken  into  account  are  numerous.-  Idkoff  and  his 
co-workers^  described  six  young  men  asymptomatic 
and  vigorous  who  were  sent  for  examination  be- 
cause of  heart  murmurs.  Idieir  electrocardiograms 
showed  changes  indicative  of  myocardial  infarction. 
However,  the  most  intensive  work-up  including 
coronary  arteriograms  failed  to  reveal  any  other 
evidence  of  cardiac  much  less  coronary  artery 
disease.  The  paradox  incidental  to  the  discovery  of 
the  electrocardiograjjhic  pattern  of  myocardial  in- 
farction in  patients  who  are  otherwise  well  was 
resolved  not  alone  by  coronary  arteriography  which 
makes  visible  the  larger  coronary  vessels  and  leaves 
out  the  minute  vessels,  but  by  the  physical  examina- 
tion. The  patients  were  young,  vigorous,  and  no 
cardiac  enlargement  or  myocardial  inadequacy.  In 
.short  I.ikoff’s  patients  revealed  that  a pattern  of 
myocardial  ischemia,  injury  and  necrosis  may  ap- 
pear in  normal  young  individuals. 

I'he  commonest  disturbance  in  the  heart  to  pro- 
duce a wide  Q is  myocardial  infarction  and  when 
taken  in  as,sociation  with  elevated  ST  segments  this 
pattern  in  the  electrocardiogram  represents  the 
most  reliable  criteria  for  the  existence  of  myocar- 
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dial  infarction.  However,  a large  number  of  other 
common  and  uncommon  conditions  also  write  size- 
able Q waves  in  the  tracing  and  can  provide  a 
troublesome  source  of  diagnostic  confusion.  Mar- 
riott- describes  a patient  who  was  admitted  for  myo- 
cardial infarction  who  showed  a large  O wave  and 
inverted  T which  turned  out  to  be  an  artifact  aris- 
ing from  reversed  electrodes.  At  times  STT  patterns 
alone  esj^ecially  when  accomjranied  by  chest  pain 
can  be  confusing  enough  to  lead  to  a confident 
diagnosis  of  infarction.  And  yet  we  know  that  STT 
displacements  may  be  merely  unrecognized  nor- 
mal variants.  The  kind  of  dislocation  of  normal 
lives  ^vhich  such  errors  can  produce  may  be  con- 
siderable. 

The  main  mimics  of  myocardial  inlarction,  how- 
ever, are  these  conditions  that  produce  persistent 
Q.  waves.  They  can  be  found  in  localized  myo- 
cardial replacement  by  hbrous  scar,  in  diffuse  myo- 
cardial disease,  in  ventricular  hypertrophy,  in  extra- 
cardiac catastrophes,  in  pre-excitation  as  well  as 
unknown  causes  as  ^vas  noted  in  Idkoft’s  patients.^' “ 

In  localized  myocardial  replacement  one  has 
normal  muscle  interspersed  with  inert  scar  tissue 
much  as  one  hnds  in  myocardial  infarcts.  These 
scars  have  the  same  effect  upon  the  electrical  forces. 
So  do  infiltrates  of  leukemic,  sarcoid,  amyloid  and 
metastatic  origin  distort  early  depolarization  with 
development  of  O waves. 

Not  only  localized  deposits  of  abnormal  tissue 
can  distort  the  initial  electrical  forces  but  diffuse 
myocardial  processes  can  also  produce  Q waves  and 
simulate  infarction.  Such  involvement  are  legion 
and  include  scleroderma,  various  idio])athic  car- 
diomyopathies, acute  myocarditis,  glycogen  storage 
disease,  amyloidosis,  Friedreich’s  ataxia,  pseudohy- 
pertrophic  muscular  dystrophy  and  many  others. 
Diffuse  thinning  of  the  left  ventricular  wall  as  a 
result  of  the  anomalous  origin  of  the  left  coronary 
from  the  pulmonary  artery  can  mimic  an  acute 
anterolateral  infarction  to  perfection. 

Any  condition  that  leads  to  ventricular  hyper- 
trophy may  result  in  the  loss  of  precordial  R with 
development  of  OS  complexes  in  certain  leads.  This 
may  suggest  infarction  in  the  minds  that  have  too 
much  respect  for  O.  waves  per  se.  These  Q.  waves 
can  disappear  if  leads  are  taken  at  a lower  level 
where  they  asume  an  R wave  in  absence  of  infarc- 
tion. Similarly  diastolic  overloading,  as  well  as  idio- 
pathic hypertro])hy  and  subaortic  stenosis  often 
lead  to  sizeable  Q.  waves  iu  limb  and  chest  lead. 

Ally  overwhelming  medical  and  surgical  disaster 
can  disrupt  myocardial  depolarization  to  such  an 
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when  he  just  can’t  sleep 

Tuinal 


One-Half  Sodium  Amobarbit:al  and 
One-Half  Sodium  Secobarbital 
supplied  in  1%,  and  3-grain  Pulvules® 


Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
asleep  all  night. 

Indications:  Tuinal  is  indicated  for  prompt  and  moder- 
ately long-acting  hypnosis.  It  is  not  suitable  for  con- 
tinuous daytime  sedation. 

Contraindications:  Barbiturates  should  not  be  adminis- 
tered to  anyone  with  a history  of  porphyria,  nor  should 
they  be  given  in  the  presence  of  uncontrolled  pain,  be- 
cause excitement  may  result. 

Warning:  May  be  habit-forming. 

Precautions:  Tuinal  should  be  used  cautiously  in  pa- 
tients with  decreased  liver  function,  since  prolongation 
of  effect  may  occur. 

Adverse  Reactions;  Idiosyncrasy,  such  as  excitement, 
hangover,  or  pain,  may  appear.  Hypersensitivity  reac- 


tions occur  in  some  patients,  especially  in  those  with 
asthma,  urticaria,  or  angioneurotic  edema. 

Overdosage:  C.N.S.  depression.  Symptoms — Depression 
of  respiration  and  of  superficial  and  deep  reflexes,  slight 
constriction  of  the  pupils  (in  severe  poisoning,  dilation], 
decreased  urine  formation,  lowered  body  temperature, 
coma.  Treatment — Symptomatic  and  supportive  (gastric 
lavage;  intravenous  fluids;  maintenance  of  blood  pres- 
sure, body  temperature,  and  adequate  respiration].  Di- 
alysis may  speed  removal  of  barbiturates  from  body 
fluids. 

^mi  ^ Dosage:  50-200  mg.  (^A-3  grains]  at  bedtime. 
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extern  that  inlaretioii  pattern  can  a])])ear  in  tlte 
electroeardiograni.  Sexeral  examples  ol  actite  pan- 
(leatilis  have  been  piil)lisheil  with  an  KCG  pattern 
indistinguishahle  Irom  inlaretioii  although  at  post- 
mortem tio  sign  ol  coronary  artery  disetise  was 
present.  Similarly  cases  ol  pneumonia  complicated 
by  (irttdatory  collapse,  revealed  KCG  supposedly 
diagnostic  ol  MI  yet  at  autopsy  there  was  no  sign  ol 
iidarction.  .Vciite  pulmonary  embolism  olten  ])ro- 
diices  o ()3  13  pattern  that  siimdates  inlerior  wall 
MI. 

Se\eral  types  of  Wolll-Parkinson-White  jtre- 
excitation  are  reported  by  Marriott  that  mimic  myo- 
cardial infarction  in  every  region  of  the  myocar- 
dium. This  mimicry  can  usually  be  exposed  by 
noting  the  other  hallmarks  of  the  syndrome  such  as 
short  p-r  interval,  ty|jic:il  delta  waves  iti  other  leads 
and  absence  of  associated  S r i’  changes  typical  ol 
infarction.'^ 

It  is  obvious  that  those  who  have  responsibility 
to  rejjort  on  the  ECXf  must  become  familiar  with 
the  midtittide  of  coronary  mimics  .so  as  to  avoid 
doing  a di.sser\ice  to  patietits  with  normal  heart 
by  stigmati/ing  them  with  a coronary  label. 
Further,  if  we  fail  to  recognize  that  abdominal  ca- 
tastrophes can  simulate  acute  myocardial  infarction 
in  the  FCG,  we  may  Ite  responsible  for  staying  the 
surgeon’s  needed  scalpel  and  lose  ;i  life. 

liecause  the  electrocardiograph  is  a precision  in- 
strtiment,  jihysicians  in  search  of  an  exact  diagnosis 
may  be  imlined  to  dejrend  too  much  oil  an  electro- 
cardiographic diagnosis.  The  e.xample  mentioned 
above  show  that  the  FGG  is  not  a doctor  and  that 
it  is  the  doctor  who  must  evaluate  the  overall  clini- 
cal jncttire  and  make  the  diagnosis  being  aided  by 
all  needed  laboratory  devices  of  which  the  electro- 
cardiogram is  ;ui  important  otie. 

L.ll.N. 
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Use  Of  Defoaming  Agents 
In  Acute  Pulmonary  Edema 

In  jmlmonary  edema,  Iluid  irom  the  blood  in- 
lillrates  the  thin  structures  of  the  lungs.  It  then 
seeps  into  the  alveoli  ;incl  bronchioles.  Becatise  ol 
the  physical  characteristics  of  the  Iluid  which  con- 
tains a relatively  high  protein  content  and  because 
of  the  to  and  fro  movement  of  air,  bubbling  at  some 
point  necessarily  occurs.  Once  this  occtirs  there  is 
;in  expansion  of  the  initial  mass  of  fluid  with 
serious  impairment  of  air  exchange,  d'hus  several 
stages  follow  each  other,  edema,  exudation  foaming 
:ind  asjjhyxiation  either  partial  or  total. 

riie  dise.'tses  in  which  pulmonary  edema  occurs 
;tre  many,  varying  from  diseases  of  the  lungs  or 
the  heart,  of  the  brain  and  in  allergic  states.  Even 
lietthhy  subjects  can  develop  pulmonary  edema  at 
very  high  tthitudes.  Among  the  cardiac  diseases  we 
find  pulmonary  edema  occurring  in  paroxysmal 
hypertension,  shock,  myocardial  infarction  and 
mitral  stenosis.  Among  the  brain  disorders  ptilmon- 
ary  edema  occurs  in  trauma  to  the  skull,  strokes  and 
lesions  near  or  arottnd  the  third  ventricle  internal 
cajisule  and  tlie  lenticular  nucleus. 

Puhnomtry  edema,  from  whatever  cause,  starts 
a \ iciotis  cycle  of  events  which  tend  to  |irolong  the 
attack.  1 he  cycle  is  based  on  high  pulmonary  pres- 
sttre,  transudation  and  accumulation  of  lltiid  in  the 
alveoli,  loaniing  resulting  in  hypoxia  which  in  turn 
leads  to  more  transudation,  more  foaming  and  more 
hypoxia.  Obviously  it  is  necessary  to  treat  the  un- 
derlying lattlt.  If  there  is  too  much  venous  return  it 
must  be  reduced.  If  there  is  a failing  heart  its  con- 
irtictile  lorcc  must  be  improved.  I'he  congestion 
ill  the  lungs  must  be  rtipidly  reduced  and  hypoxia 
must  be  (ombatted.  I’his  seemingly  rational  ap- 
proadi,  however,  has  been  hampered  by  tradition 
and  erroneous  concepts  for  what  may  be  helpful  in 
one  situation  may  be  harmful  in  another. 

Decreasing  the  venous  return  can  be  accom- 
plished in  several  ways,  d Ournitjuets  on  the  legs  and 
arms  will  reduce  iilood  return  to  the  heart  and 
pieveui  overloading  of  the  lungs.  Gonpnession  ol 
tarolid  sinuses  will  inhibit  symixilhetics,  slow  the 
heart  and  jtiodtue  peripherttl  vasodilation  and  ;ilso 
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-educe  venous  return.  A small  dose  of  morphine 
ivill  reduce  restlessness,  reduce  pulmonary  artery 
;onstriction  and  prevent  further  exudation  into 
the  alveoli.  Rapidly  acting  diuretics  formerly  mer- 
:urials  and  now  ethacrynic  acid  and  furosemide  will 
reduce  blood  ^olume,  venous  return  and  also  aid  in 
reabsorption  of  fluid  from  alveoli. 

If  left  ventricular  failure  is  present  then  rapidly 
icting  digitalis  preparations  such  as  digoxin, 
redilanid  or  ouabain  is  immediately  indicated  to 
improve  left  ventricular  contractile  force  and  in- 
rrease  cardiac  output.  However,  if  the  cause  of  pul- 
monary edema  is  a very  tight  mitral  stenosis,  digi- 
talis would  be  contraindicated,  since  it  could  in- 
crease the  output  of  the  right  ventricle  and  further 
flood  the  lungs  and  aggravate  pulmonary  edema. 

Procedures  which  tend  to  lower  pulmonary  capil- 
lary pressure  are  most  effective  in  those  instances 
in  which  there  is  a high  arterial  pressure,  rapid  cir- 
culation time,  increased  cardiac  output  and  a rise 
in  pulmonary  pressure.  However,  they  can  be  dan- 
gerous if  employed  in  severe  mitral  or  aortic 
stenosis,  inhalation  of  toxic  gases  or  severe  pul- 
monary embolism. 

Hypoxia  may  occur  in  pulmonary  edema  either 
as  a primary  or  secondary  factor  and  the  use  of  O2 
is  a rational  procedure.  Originally  oxygen  was 
used  only  in  subjects  with  pronounced  cyanosis. 
However,  hypoxia  itself  is  a possible  factor  in  caus- 
ing or  aggravating  pulmonary  edema  since  it  causes 
pulmonary  veno-constriction  and  systemic  veno- 
constriction.  Its  relief  would  seem  to  be  truly  an 
essential  aim  in  therapy.  Moreover  clinical  im- 
provement follows  its  use  in  many  cases.  Unfortun- 
ately when  foaming  occurs  in  the  bronchioles  this 
prevents  oxygen  from  reaching  many  of  the  alveoli. 
Ordinarily  100  per  cent  oxygen  is  administered  in  a 
humidifier  in  order  to  prevent  drying  of  the  mu- 
cosa. But  oxygen  in  high  concentration  is  an  irritant 
and  its  administration  needs  to  be  interripjted  by 
periods  of  normal  air  breathing. 

We  must  remember  that  large  amounts  of  fluid 
may  be  present  in  the  air  passages  wdth  little  danger 
to  life.  However,  as  soon  as  the  surface  tension 
reaches  a critical  point  foaming  starts.  This  leads 
to  extremely  severe  effects,  partly  through  enormous 
increase  in  volume  and  partly  through  modifica- 
tion of  the  normal  alveolar  function  which  is  based 
upon  surface  tension  effects  between  the  humid 
alveolar  surface  and  air.  Since  impairment  of  the 
normal  gas  exchange  of  the  lungs  is  followed  by  hy- 
poxia which  causes  pulmonary  venous  constriction  | 
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which  is  then  lollowed  by  liigher  pressure  in  the 
pulmonary  capillaries,  the  loaining  jjiocess  itself 
may  be  resj>onsible  lor  the  continuance  of  the 
attack  and  may  in  fart  fead  to  asphyxia.  If  we 
coidd  modify  the  surface  tension  to  cause  the  bub- 
bles to  burst,  then  the  Iluid  would  occupy  a smaller 
volume  and  be  easily  emitted. 

Since  1950  a new  approach  to  break  the  vicious 
cycle  in  pulmonary  edema  by  acting  on  the  foam- 
ing process  has  been  going  on  in  Luisada’s  labora- 
tory. The  method  consists  of  inhaling  oxygen  with 
a high  concentration  of  alcohol  vapor.  This  simple 
method  was  responsible  for  a significant  decrease 
in  mortality.  This  hajjpy  outcome  has  been  tried 
now’  in  many  laboratories  and  the  results  were  con- 
firmed. Oxygen  inhalation  with  high  concentra- 
tions of  alcohol  vapor  has  yielded  good  results  both 
as  an  emergency  |irocedure  and  also  in  the  pro- 
tracted type  of  pulmonary  edema. 

L.H.N. 
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Delayed  Dermal  Sensitivity  In 
Recipients  Of  Inactivated 
Measles  Virus  Vaccine 

One  of  the  recommended  technics  of  vaccina- 
tion against  measles  is  to  give  a course  of  killed 
measles  \irus  followed  after^an  interval  of  months 
by  a booster  of  attenuated  measles  virus  either  ac- 
companied or  unaccompanied  by  gamma  globulin.^ 
I bis  technic  w’as  advocated  to  prevent  untow’ard  re- 
actions that  may  accompany  the  administration  of 
live  virus  even  when  gamma  globulin  is  given  co- 
incidentally. However,  in  a certain  number  of 
these  children  a local  and  sometimes  general  reac- 
tion may  follow'  the  final  inoculation  of  the  live 
virus  vaccine  w'hether  or  not  an  accompanying  dose 
of  gamma  globulin  is  given.  The  reaction  consists 
of  erythema  at  the  site  of  injection  within  tw'enty 
four  hours,  fever  for  six  days,  a wheal-like  lesion 
lasting  one  month  and  induration  for  four 
months.-”'^  If  hydrocortisone  is  given  for  twenty 
four  to  forty  eight  hours  the  illness  is  shortened 
dramatically. 

I’he  mechanism  of  the  reaction  suggests  an 
-A.rthus-type  reaction  in  a sensitized  person. The 
killed  virus  seems  to  sensitize  some  patients  in  a 
way  that  live  virus  cannot.  Others  have  reported 


this  jjhenomenon  also.^  Children  previously  inocu- 
lated with  killed  measles  vims,  when  they  develop 
natural  measles  may  show  serious  ccmsecjuences  in 
the  form  of  urticarial,  vesicular  petechial,  rashes, 
swollen  hands  and  feet,  and  erythema  multiforme. 
Whether  the  mechanism  of  this  reaction  is  due  to 
virus  antigen  or  an  element  of  the  media  in  which 
the  virus  was  grown,  its  occurrence  is  a serious  draw- 
back to  the  use  of  the  killed  measles  vims  for  rou- 
tir.e  immunization. 

Lennon  et  ah’  investigated  skin  test  reactivity  to 
measles  and  polio-virus  antigens  among  children 
who  had  previously  received  inactivated  measles 
vaccine.  He  found  a surprisingly  high  incidence 
among  recipients  of  killed  measles  vaccine  of  de- 
layed dermal  hypersensitivity  to  antigens  found  in 
both  inactivated  measles  and  polio-virus  vaccine, 
riiis  sensitivity  was  not  found  among  children  who 
had  received  live  attenuated  vaccine  or  who  had 
recoveretl  from  the  natural  . disease.  Wdiich  com- 
ponents of  the  killed  preparations  may  have  served 
as  the  sensitizing  agents  is  not  known,  but  the  re- 
activity to  polio-virus  vaccine  also  means  further 
study  is  necessary  to  determine  w’hat  element  in 
the  vaccine  it  is  that  is  responsible  for  the  hyper- 
sensitivity. 

It  is  very  possible  that  similar  sensitizations  may 
have  been  provoked  by  other  killed  vaccines.  This 
suggestion  has  arisen  in  clinical  studies  of  inac- 
tivated antigens  prepared  from  the  respiratory  syn- 
citial  virus  mycoplasma  pneumoniae  and  the 
trachoma  agent.'’  These  may  eventually  prove  to  be 
unrelated  in  etiology,  but  until  the  pathogenesis  in 
each  case  has  been  further  clarified,  a further  ele- 
ment of  caution  must  be  added  in  the  consideration 
of  these  and  any  other  new  inactivated  vaccines. 

In  the  specific  case  of  killed  vaccine  for  measles, 
it  seems  justified  to  discontinue  its  general  use. 
d'his  recommendation  is  really  not  stringent  be- 
cause inactivated  measles  vaccine  fails  to  confer 
enduring  immunity  against  measles  anyhow’.  All 
individuals  who  have  received  killed  virus  vaccine 
are  now  suspect  and  continuing  surveillance  of  such 
groups  is  fully  justified.  Simultaneously  further 
studies  Avith  laboratory  motlels  tvill  undoubtedly  be 
stimulated  in  order  to  delineate  the  cause  of  such 
events  and  to  prevent  their  occurrence. 

When  a severe  reaction  does  occur  in  recipients 
(jf  killed  measles  virus  vaccine  when  they  are  inocu- 
lated with  attenuated  virus  or  w'hen  they  acquire 
the  natural  disease,  McNair’s  experience  with  the 
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gratifying  results  from  the  use  of  hydrocortisone 
needs  to  be  borne  in  mind.^ 

L.H.N. 
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Desiccated  Thyroid  vs. 

Synthetic  Thyroid  Preparations 

I'here  is  a variation  in  potency  and  hormonal 
constitution  that  may  occur  among  thyroid  prepara- 
tions from  the  same  source  or  different  animal 
species.  Some  of  these  variations  are  due  to  seasonal 
and  geographic  factors.  Others  are  due  to  species 
differences.  For  example  porcine  thyroid  prepara- 
tions have  significantly  more  goitre  prevention  ac- 
tivity than  those  prepared  from  a bovine  source. 
Then  there  are  differences  in  methods  of  process- 
ing or  other  as  yet  unknown  factors.  Finally  there 
is  the  cjuestion  of  hormonal  stability  upon  pro- 
longed storage.  As  a result  there  are  impotent  or 
weakly  potent  preparations  despite  conformance 
with  US  Idiarmacopoeia  requirements. 

It  is  now  known  that  there  are  four  iodine 
preparations  in  the  thyroid  gland,  monoiodotyro- 
sine,  diiodotyrosine,  1-triiodothyronine  (1-T3)  and 
1-tetraiodothyronine  (1-T4)  or  thyroxine.  The  thyro- 
globulin  in  thyroid  consists  of  80  to  85  per  cent  of 
the  first  two  which  are  calorigenically  inert  and 
only  15  per  cent  is  1-T4  and  1-T3.  So  that  total 
hormonal  activity  is  dependent  on  1-T4  and  1-T3. 
1-T3  is  approximately  four  times  as  effective  orally 


as  is  1-T4  in  maintaining  the  euthyroid  state.  There- 
fore, small  variations  in  the  quantity  of  1-T3,  which 
is  no  more  than  one  fifth  of  the  total  quantity  of 
active  hormone  will  account  for  relatively  large 
changes  in  hormonal  activity.  The  small  amounts 
of  1-T3  involved  are  not  sufficient  to  alter  the  serum 
FBI.  even  when  1-T3  is  in  excess. 

The  serum  FBI.  level  on  replacement  doses  of 
thyroid  is  dependent  instead  not  on  the  quantity 
of  1-T3  but  on  amount  of  1-T4  present.  If  1-T4  is 
low  one  can  have  a FBI.  level  disproportionately 
low  compared  with  the  patients  metabolic  status. 
In  contrast  if  some  desiccated  thyroid  preparations 
are  devoid  of  1-T3,  the  1-T4  present  could  keep  the 
FBI.  normal  and  still  the  preparation  could  be 
clinically  inert.  This  is  the  reason  why  pharma- 
cojieial  standards  for  total  iodine  content  do  not 
offer  a reliable  guide  as  to  the  therapeutic  potency 
of  the  desiccated  thyroid  preparations.  That  marked 
variations  in  the  content  of  1-T4  and  1-T3  in  desic- 
cated thyroid  preparations,  actually  do  occur  has 
been  well  documented  by  Selenkow  and  Wool.^ 

The  synthetic  1-T4  and  1-T3  have  been  com- 
mercially available  for  over  a decade.  Each  has  re- 
ceived widespread  acceptance  and  both  are  in  daily 
use  throughout  the  world.  Neither  alone  simulates 
all  the  metabolic  characteristics  of  endogenous  thy- 
roid gland  secretion.  1-T4  has  a slow,  gradual  onset 
of  action,  is  incompletely  absorbed  when  taken  by 
mouth  and  produces  FBI.  levels  in  serum  that  are 
disproportionately  elevated  compared  with  the 
metabolic  status  of  the  individual.  On  the  other 
hand  1-T3  has  a brisk,  short-lived  action,  is  well 
absorbed  by  mouth,  but  fails  to  raise  serum  FBI. 
levels  in  physiologic  replacement  dosages.  It  seems 
logical,  therefore,  in  view  of  the  inadequacies  in 
standardization  of  animal  thyroid,  that  an  ap- 
propriate blend  of  synthetic  1-T4  and  1-T3  would 
be  desirable. 

A mixture  of  90  jier  cent  1-T4  and  10  per  cent 
of  1-T3  was  suggested  by  Taylor.-  However,  this 
preparation  would  give  disproportionately  high 
levels  of  serum  FBI.  because  of  its  high  content  of 
1-T4.  Selenkow  and  Wool  now  report  on  their  com- 
bination of  80  per  cent  1-T4  and  20  per  cent  1-T3 
in  57  patients  with  primary  myxedema,  six  with 
pituitary  myxedema,  groups  of  non  toxic  goitre 
patients,  normal  and  goitrous  pregnancy,  hyper- 
thyroidism treated  with  a combination  of  anti- 
thyroid drugs  plus  thyroid  hormone.  They  em- 
ployed this  combination  of  4:1  by  weight  because  it 
simulates  the  metabolic  effects  of  endogenous  thy- 
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Butazolidin®,  phenylbutazone 
In  Acute  Superficial  Thrombophlebitis 

Contraindications:  Edema;  danger  of  car- 
diac decompensation;  history  or  symptoms 
of  peptic  ulcer;  renal,  hepatic  or  cardiac 
damage;  history  of  drug  allergy;  history  of 
blood  dyscrasia.  The  drug  should  not  be 
given  when  the  patient  is  senile  or  when 
other  potent  drugs  are  given  concurrently. 
Large  doses  of  Butazolidin  alka  are  con- 
traindicated in  glaucoma. 

Warning:  If  coumarin-type  anticoagulants 
are  given  simultaneously,  watch  for  ex- 
cessive increase  in  prothrombin  time. 
Instances  of  severe  bleeding  have  oc- 
curred. Pyrazole  compounds  may  poten- 
tiate the  pharmacologic  action  of  sulfo- 
nylurea, sulfonamide-type  agents  and 
insulin.  Carefully  observe  patients  receiv- 
ing such  therapy.  Use  with  great  caution 
in  the  first  trimester  of  pregnancy. 

Precautions:  Before  prescribing,  care- 
fully select  patients,  avoiding  those  re- 
sponsive to  routine  measures  as  well  as 
contraindicated  patients.  Obtain  a de- 
tailed history  and  a complete  physical 
and  laboratory  examination,  including  a 
blood  count.  The  patient  should  not  ex- 
ceed recommended  dosage,  should  be 
closely  supervised  and  should  be  warned 
to  discontinue  the  drug  and  report  im- 
mediately if  fever,  sore  throat,  or  mouth 
lesions  (symptoms  of  blood  dyscrasia); 
sudden  weight  gain  (water  retention); 
skin  reactions;  black  or  tarry  stools  or 
other  evidence  of  intestinal  hemorrhage 
occur.  Make  regular  blood  counts.  Dis- 
continue the  drug  immediately  and  insti- 
tute countermeasures  if  the  white  count 
changes  significantly,  granulocytes  de- 
crease, or  immature  forms  appear.  Use 
greater  care  in  the  elderly  and  in  hyper- 
tensives. 

Adverse  Reactions:  The  most  common 
are  nausea,  edema  and  drug  rash.  Swell- 
ing of  the  ankles  or  face  may  be 
minimized  by  withholding  dietary  salt, 
reduction  in  dosage  or  use  of  diuretics. 
In  elderly  patients  and  in  those  with 
hypertension  the  drug  should  be  discon- 
tinued with  the  appearance  of  edema.  The 
drug  has  been  associated  with  peptic 
ulcer  and  may  reactivate  a latent  peptic 
ulcer.  The  patient  should  be  instructed 
to  take  doses  immediately  before  or  after 
meals  or  with  milk  to  minimize  gastric 
upset.  Mild  drug  rashes  frequently  sub- 
side with  reduction  of  dosage.  However, 
rash  accompanied  by  fever  or  other  sys- 
temic reactions  usually  requires  with- 
holding medication.  Purpuric  rash  has 
also  been  reported.  Agranulocytosis,  ex- 
foliative dermatitis,  Stevens-Johnson  syn- 
drome, or  a generalized  allergic  reaction 
similar  to  serum  sickness  may  occur  and 
require  permanent  withdrawal  of  medica- 
tion. Stomatitis,  salivary  gland  enlarge- 
ment, vomiting,  vertigo  and  languor  may 
occur.  Leukemia  and  leukemoid  reactions 
have  been  reported.  While  not  definitely 
attributable  to  the  drug,  a causal  relation- 
ship cannot  be  excluded.  Thrombocyto- 
penic purpura  and  aplastic  anemia  may 
occur.  Confusional  states,  agitation,  head- 
ache, blurred  vision,  optic  neuritis  and 
transient  hearing  loss  have  been  reported, 
as  have  hyperglycemia,  hepatitis,  jaun- 
dice, and  several  cases  of  anuria  and 
hematuria.  With  long-term  use,  reversible 
thyroid  hyperplasia  may  occur  infre- 
quently. Moderate  lowering  of  the  red 
cell  count  due  to  hemodilution  may  occur. 

Dosage  in  Acute  Superficial  Thrombo- 
phlebitis: Initial:  6 capsules  or  tablets 
daily  in  divided  doses  for  2 or  3 days. 
Maintenance:  3 capsules  or  tablets  daily. 
Usual  duration  of  therapy  is  5 to  7 days 
(rarely  beyond  10  days).  6509-V(B)R2 

*Stein,I.D.: Presented  at  theAmerican  Acad- 
emy of  General  Practice,  Dallas,  Sept.  1967. 

For  complete  details,  please  see  full 
prescribing  information. 


roid  hormone  secretion.  The  combination  of  3:1 
is  thought  by  some  to  be  more  nearly  physiological. 

In  the  myxedematous  patients  the  hormone  com- 
bination produced  a level  of  PBI.  and  other  thy- 
roid parameters  which  were  representative  of  the 
patients  metabolic  status.  The  combination  was 
well  tolerated  wdthin  a wide  therapeutic  range. 
There  was  a modest  increase  in  PBI.  over  that 
found  with  desiccated  thyroid,  but  it  was  not 
possible  on  clinical  grounds  to  differentiate  be- 
tween those  patients  on  a comparable  ecpial  calori- 
genic  dose  of  the  natural  or  the  synthetic  prepara- 
tions. An  extra  dividend  came  from  their  studies 
of  thyroid  function  in  pregnant  women  and  their 
infants  at  term.  They  found  that  the  maternal 
and  fetal  circulation  contain  the  same  amount 
of  thyroxin  at  term.  This  suggests  that  exo- 
genous thyroxin  given  to  women  during  preg- 
nancy could  contribute  signihcantly  to  fetal  thy- 
roxin levels  and  would  thus  provide  adequate  re- 
placement for  any  inadequacy  of  fetal  thyroid 
secretion. 

It  has  been  many  times  emphasized  that  the  ul- 
timate determination  of  “clinical  euthyroidism” 
rests  upon  the  patients  subjective  evaluation  of 
well-being  as  well  as  the  physician’s  experience  in 
making  this  appraisal.  Neither  the  B.M.R.  nor  the 
more  objective  laboratory  parameters  of  thyroid 
function— PBI.  resin  T3,  “free  thyroxin’’  are  of 
sufficient  specihcity  or  reliability  to  be  used  without 
reservation  to  assess  the  full  effectiveness  of  thyroid 
hormone  therapy.  At  best  they  are  useful  guides 
for  assisting  the  physician  in  determining  achieve- 
ment of  clinical  euthyroidism.  The  correlation  of 
PBI.  levels  and  thyroid  dosage  on  Selenkow’s  study 
do  not  necessarily  indicate  a direct  measure  of  the 
desired  clinical  effects.  Good  judgment  must  still 
be  exercised  in  interpreting  PBI.  and  resin  T3 
values  as  indicating  “euthyroidism.”  A laljoratory 
test  cannot  substitute  for  the  clinician. 

The  synthetic  combinatioji  used  by  Selenkow  and 
Wool  can  be  used  for  clinical  purposes  in  the  same 
manner  as  comparable  dosages  of  desiccated  thy- 
roid. However,  the  thyroid  function  tests  appear  to 
be  more  consistently  indicative  of  the  clinical  thy- 
roid status  when  the  synthetic  combination  is  used, 
than  when  synthetic  hormones  are  each  used  alone 
or  animal  thyroid  preparations  are  used.  It  is  not 
necessary  at  this  point  to  point  out  the  precautions 
that  should  be  considered  when  the  synthetic 
hormone  combination  is  used  in  the  elderly,  in  pa- 
tients with  adrenocortical  insufficiency  and  in  pa- 


tients with  known  or  potential  cardiovascidar 
disease,  j^recautions  that  apply  equally  to  all  thy- 
roid preparations. 

From  the  numerous  studies  of  synthetic  thyroid 
hormones  used  separately  and  from  the  results 
reported  by  Selenkow  and  Wool,  it  seems  justified 
to  conclude  that  the  combination  of  1-T4  and  1-T3 
in  a ratio  of  4: 1 by  weight  is  an  effective  hormonal 
preparation  for  clinical  usage.  It  has  the  advantage 
of  chemical  purity  obviating  the  need  for  either 
analytic  or  biologic  standardization  and  in  addition 
it  simulates  the  clinical  and  metabolic  actions  of 
endogenous  thyroid  gland  secretions.  It  should 
find  a useful  place  in  the  treatment  of  all  thyroid 
disorders  requiring  hormonal  therapy. 

L.H.N. 
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Percussing  Bones:  Electroacoustic 
Analysis  Of  The  Skeletal  System 

If  one  strikes  the  anterior  tibia  with  a percussion 
hammer  in  a single  quick  blow  one  produces  a 
sound.  In  young  people  this  sound  resembles  a 
musical  sound  or  tone.  In  an  elderly  subject  on  the 
other  hand  the  sound  has  more  of  a cracked-pot 
quality.  It  is  known  from  clinical  experience  that 
similar  changes  of  quality  can  be  heard  in  the  per- 
cussion sound  obtained  from  the  human  skull  in 
Paget’s  disease,  in  metastasizing  cancer  of  the 
prostate  and  in  multiple  myeloma.  The  sound 
elicited  by  percussion  of  the  tibia  in  generalized 
osteopathies  displays  certain  differences  from  that 
elicited  from  normal  bone  and  these  differences  can 
be  detected  by  ear  after  a little  practice.  It  means, 
of  couLse,  that  we  must  begin  to  percuss  bone  and 
become  familiar  with  changes  encountered  much  as 
we  have  learned  differences  in  percussion  sounds  of 
lungs  and  heart.  Apparently  the  differences  in  bone 
sounds  elicited  by  the  percussion  hammer  are  not 
affected  by  the  length  of  the  bone  or  the  force  of 
the  blow,  but  rather  reflects  a constant  in  the  bone 
material  dejrending  on  its  structure  and  hydroxy- 
apatite content. 

Since  the  judgment  of  auditory  phenomena  is 
likely  to  be  affected  by  subjective  factors,  percus- 
sion sounds  cannot  be  usefully  compared  during  the 
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treatment  of  generalized  osteopathies.  In  order  to 
j)lace  recording  of  sounds  on  an  objective  basis  the 
devising  of  an  instrument  for  this  purpose  seemed 
a logical  steji  to  take.  Freyschmidt  has  devised 
such  an  instrument  and  termed  it  an  elcctro- 
acousto-spectrograph.  His  method  consists  of  plac- 
ing on  the  crista  anterior  tibia  a cast  iron  shell  de- 
signed as  a sound  proof  chamber  having  a ridjber 
edge  which  fits  snugly  on  the  skin.  Inside  of  the 
chamber  is  a microphone  which  records  the  sound 
waves  on  an  endless  magnetic  tape.  A blow  is 
struck  by  a percussion  hammer  on  the  tibia  a hand- 
breadth  away  from  the  microphone.  The  sounds 
which  are  recortled  are  then  analyzed  with  the  aid 
of  a frequency  analyzer  and  registered  by  a constant 
voltage  write-out  system. 

If  one  maximum  oscillation  is  recorded  in  the 
analysis  of  the  percussion  sound  the  acoustic  im- 
pression will  be  a tone.  If  there  are  several  secondary 
maxima  which  are  integral  multiples  of  the  funda- 
mental o.scillation,  then  a musical  tone  is  perceived. 
If  there  is  no  integral  relationship  between  the 
secondary  oscillation  and  the  principal  maximum 
then  acoustically  a noise  is  heard.  Apparently  the 
length  of  the  bone  or  the  tissue  over  it  do  not  alter 
the  nature  of  the  sound  and  it  is  this  fact  which 
allows  comparison  of  oscillatory  spectra.  One  finds 
that  the  residts  are  rejtroducible,  consistent,  and 
accurate. 

Percussion  of  the  tibia  of  a normal  skeleton  pro- 
duces a musical  sound  or  tone.  In  young  people  the 
sound  is  musical  whereas  in  the  elderly  subjects  it 
was  more  often  a noise.  striking  finding  was  the 
pronounced  difference  in  the  frequency  spectrum  of 
the  right  and  left  leg  and  this  Dr.  Freyschmidt  be- 
lieves is  due  to  a difference  in  their  hydroxyapatite 
content  the  greater  the  amount  of  this  material  the 
more  musical  is  the  tone.  This,  of  course,  means 
that  frequency  spectra  shoidd  ahvays  be  recorded 
for  both  tibia. 

Freyschmidt  reports  on  58  spectrograms  of  pa- 
tients with  generalized  osteopathies  and  found  a 
distinct  numerical  shift  from  musical  sound  of 
normal  bones  to  noise  in  diseased  bones.  The  osteo- 
pathy bones  also  showed  a difference  in  tone  be- 
tween the  right  and  left  tibia.  It  w'ill  be  of  particu- 
lar interest  to  determine  the  efficiency  of  electro 
acoustic  analysis  of  the  skeletal  system  as  a means  ol 
following  the  course  of  generalized  osteopathy. 
X-ray  procedures  can  detect  changes  in  content  of 
hvdroxyapatite  only  of  the  order  of  30  per  cent  with 
any  certainty  and  this  makes  this  technique  too 
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insensitive  a procedure  for  evaluating  results  of 
treatment. 

Freyschmidt  cpiotes  the  case  of  a patient  of  72 
with  osteoporosis  treated  intensively  tor  one  year. 
The  X-ray  revealed  no  change,  but  the  jDain  in  the 
bones  had  subsided  and  the  acoustic  spectra  had 
changed  from  a noise  to  that  of  a tone.  Further 
series  of  tests  are  being  performed  in  a variety  of 
patients  some  with  osteoporosis,  others  with  osteo- 
malacia, hyperthyroidism  and  parathyroid  disorders 
in  order  to  determine  the  useful  range  of  sensitivity 
of  the  electro  acoustic  process  in  diagnosis  and  the 
evaluation  of  therapy  as  compared  with  standard 
X-ray  procedures  and  quantitative  roentgen  deter- 
mination of  the  calcium  content  of  skeleton. 

In  the  meanwhile  we  can  all  begin  to  percuss 
bones  and  become  familiar  with  variations  in  tone 
that  occur  in  health  and  disease.  It  will  sharpen 
our  clinical  appraisal  of  the  skeleton. 

L.H.N. 
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What  We  Can  Learn  From  An 
Analysis  Of  Cases  Of  Sudden  Death 

Much  thought  and  effort  is  being  devoted  to  con- 
struction and  proper  use  of  the  coronary  care  unit. 
Its  purpose  of  course  is  to  save  lives  that  would 
otherwise  have  been  lost  without  immediate  re- 
suscitation. This  is  accomplished  by  monitoring  the 
patient  from  the  time  of  admission  and  by  being 
prepared  to  treat  the  patient  for  the  life  threaten- 
ing arrhythmias  during  the  critical  period  of  the 
first  three  to  four  days.  Saving  lives  by  successfully 
combatting  cardiogenic  shock  has  not  been  so  re- 
warding as  is  the  control  of  arrhythmias.  In  addi- 
tion to  monitoring  and  treating  the  patient  during 
the  critical  period  the  coronary  care  unit  provides 
facilities  for  research  into  the  prevention  of  serious 
cardiac  complications.  Furthermore,  increasing  ex- 
perience in  this  held  should  show  ways  of  achieving 
similar  results  with  greater  economy  of  personnel 
and  apparatus.1’2 

Despite  these  advances  in  treating  the  patient 
with  acute  myocardial  infarction  there  remains  the 
startling  fact  that  these  treatment  methods  are 
effective  only  after  an  individual  reaches  a hospital 


and  lives  during  the  first  twenty-four  hours,  whereas 
there  are  66.8  per  cent  of  jiatients  who  are  either 
dead  on  arrival  or  die  outside  the  hospital.^  Only 
12.2  per  cent  of  deaths  occur  in  the  patients  ad- 
mitted with  acute  myocardial  infarction  who  have 
survived  the  first  twenty-four  hours  in  a hospital. 
Any  treatment  which  is  effective  only  after  an  in- 
dividual reaches  a hospital  will  therefore  have  little 
effect  on  the  total  mortality  from  arteriosclerotic 
heart  disease  (ASHD)  unless  we  understand  how  to 
diagnose  and  save  the  patient  with  minimal  symp- 
tims  who  then  goes  on  to  sudden  death,  since  as  we 
have  seen  from  Kidler,  Lilienfeld  and  Fischer’s  re- 
port'^ 66.8  per  cent  of  ASHD  died  suddenly. 

It  would  seem  that  at  present  methods  to  pre- 
vent development  of  ASHD  as  well  as  early  recogni- 
tion are  much  more  likely  to  have  a demonstrable 
effect  on  coronary  artery  disease  mortality  than  the 
therapeutic  methods  that  depend  on  the  individual 
surviving  at  least  twenty-four  hours  in  a hospital. 
This  in  no  way  denies  the  value  of  the  life  saving 
measures  to  the  individual  who  enters  a hospital 
and  is  saved  by  various  types  of  resuscitation. 

Routine  vital  statistic  reports  indicate  that  ap- 
proximately 80  per  cent  of  ASHD  deaths  occur  in 
a hospital,  an  estimate  based  on  a statement  on  the 
death  certificates  of  Baltimore  City.  This  seems  to 
suggest  that  improvement  in  treatment  of  such 
patients  coidd  significantly  reduce  total  coronary 
artery  disease  mortality.  However,  a more  intensive 
review  of  the  survey  of  events  surrounding  such 
deaths  clearly  indicate  that  a large  proportion  of 
such  deaths,  the  patients  were  either  dead  on  ar- 
rival (55.2  per  cent)  or  dead  within  twenty-four 
hours  after  admission  (18  per  cent).  It  w'ould  seem 
therefore,  that  the  potential  benefits  of  hospital 
treatment  in  terms  of  influencing  total  cardio- 
vascrdar  mortality  may  be  more  limited  than  we 
think. 

With  respect  to  the  possibility  of  the  reduction 
of  ASHD  mortality  in  the  forty  to  sixty-four  age 
group,  several  important  facts  were  reported  by 
Kuller  and  his  co-w'orkers.  First  of  all  is  the  striking 
fact  that  60  per  cent  of  deaths  attributed  to  ASHD 
were  sudden  and  that  only  18.9  per  cent  of  the  in- 
dividuals who  died  from  ASHD  in  Baltimore  City 
survived  longer  than  twenty-four  hours  in  a hos- 
pital and  even  of  these  latter  one-third  had  been 
previously  admitted  with  a different  diagnosis. 

A further  analysis  of  those  who  died  suddenly 
from  ASHD,  50  per  cent  had  a history  of  heart 
disease  diabetes  or  hypertension  and  a cjuarter  of 
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them  hail  seen  a physician  within  a week  prior  to 
death.  Only  90  ol  the  total  1,098  deaths  Irom  ASUl) 
had  either  octnrred  within  two  hours  or  were  un- 
witnessed among  the  jtersons  who  did  not  have  a 
history  ol  diabetes,  heart  tlisease,  hypeitension  or 
stroke  and  also  had  not  seen  a ]diysician  within 
a month  jM'ior  to  snilden  death.  This  means  that 
in  these  eight  per  cent  careful  medical  diagnosis 
was  not  jtossible  and  the.se  patients  cotdd  not  have 
been  saved.  In  such  patients  oidy  jnimary  pre- 
vention cotdd  have  been  ellective  in  reducing  the 
mortality. 

Of  the  remaining  patients  with  sudden  death 
.somewhat  less  than  half  had  seen  a physician  re- 
cently and  over  half  with  a history  of  A.SHl),  dia- 
betes, hypertensioti  one  could  suppo.se  that  both 
primary  or  secondary  jjrevention  might  be  effective. 
If  we  reduce  the  incidence  of  new  .\.SHI)  in  white 
males,  fifty  to  sixty-four,  by  20  per  cent,  it  woidd 
have  reduced  the  total  mortality  by  20  per  cent.  I'he 
importance  of  this  figure  becomes  plain  when  we 
consider  that  a new  treatment  that  woidd  be  effec- 
tive after  the  first  twenty-four  hours  of  hospitaliza- 
tion would  have  to  save  every  patient  to  produce  a 
similar  reduction  in  mortality,  an  obvious  impossi- 
bility. 

This  points  up  the  importance  of  better  diagnosis 
and  case  finding  before  the  acute  attack  of  .-\.SHI). 
It  will  be  noted  above  that  over  one-fourth  of  the 
cases  of  sudden  death  had  seen  a physician  a week 
prior  to  death  and  that  relatively  lew  had  not  had 
medical  care  within  a period  of  about  six  months 
prior  to  death.  Did  such  patients  recjuiie  improved 
diagnosis,  did  they  shirk  their  individual  responsi- 
bility to  carry  out  the  doctors  orders  or  is  the  disease 
relentless,  and  death  inevitable  regardless  of  medi- 
cal intervention.  We  would  all  like  to  believe  that 
this  third  possibility  is  not  true.  In  any  event  such 
studies  are  urgently  needed  fully  as  much  as  are 
improved  therapeutic  methods  that  may  prevent 
fatality. 
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Control  Of  Cancer 
By  Endocrine  Methods 

I he  natural  course  of  cancer  is  very  different  in 
vat  ions  types  of  malignant  disease.  .Sotne  tumors 
grow  without  any  restraints  whatever  and  death 
may  enstie  in  say  six  weeks.  Other  malignant 
growths  disappear  spontaneously.  Roth  of  these 
antipodal  effects  ;ire  rare.  .Some  patients  with 
cancel  live  one  year  or  longer  after  the  neoplasm 
becomes  manifest  and  it  woultl  appear  that  some 
inhibition  of  growth  of  the  tumor  takes  place  to 
produce  this  retracted  course.  Of  the  manv  factors 
that  restrain  cancers,  the  endocrine  stattis  of  both 
tumor  and  host  is  the  one  to  which  Huggins  de- 
votes nitich  of  his  time  and  his  important  con- 
tributions were  basic  enough  to  be  recognized  by 
the  Nobel  Committee. 

I'he  proof  that  hormones  can  inlluence  the 
giovvth  of  cancer  was  deiived  from  tumors  of  the 
prostate  in  aged  dogs  anil  later  in  man.  After 
orchiectomy  the  prostate  shrinks,  o.xidative  phase  of 
carbohydrate  metabolism  declines  and  prostatic 
secretion  stops.  Testosterone  corrects  these  defects, 
riitis  one  can  achieve  a cycle  of  growth  and  atrophy 
by  providing  and  withdrawing  testosterone.  In  the 
absence  of  testosterone  the  prostatic  cell  shrivels 
although  it  does  not  die.  I'he  jnostatic  cancer  cell 
is  entirely  different.  It  grows  in  the  presence  of  sup- 
porting hormones  btit  it  dies  in  their  ab.sence.  For 
this  reason  it  cannot  participate  in  growth  cycles. 
Even  prolonged  starvation  will  not  prevent  prosta- 
tic cancer  growth  in  the  presence  of  testosterone. 

Measurements  of  phosphatases  in  blood  serum 
furnished  proof  that  cancer  of  the  prostrate  in  man 
is  hormone  responsive.  I'he  prostate  of  the  adult 
human  male  is  rich  in  concentration  of  acid  pho.s- 
phatase.  When  prostatic  cancer  metastasizes  large 
amounts  of  acid  phosphatase  are  produced  and 
significant  increases  in  acid  phospatase  are  found  in 
blooil  serum.  Prostatic  cancer  frequently  meta- 
stasizes to  bone  where  osteoblasts  give  rise  to  in- 
creased alkaline  phosphatase  activity  in  the  serum. 
Changes  in  these  enzyme  measurements  gave  ac- 
curate information  whether  orchiectomy  caused  re- 
gression of  cancer  of  the  prostate,  whereas  testo- 
sterone enhanced  growth  rate  of  the  neoplasm  and 
caused  increases  in  the  acid  phosphatases,  if  growth 
involved  non-bony  tissues,  and  increased  alkaline 
phosphatases  if  growth  involved  bone. 

A similar  model  was  found  in  fibrinolysin  levels 
in  the  blood.  Human  prostatic  fluid  contains  large 
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amounts  of  many  fibrinolysins  which  are  especially 
active  against  fibrin.  This  explained  why  patients 
who  have  metastatic  cancer  of  the  prostate  have 
blood  which  is  incoagulable.  But  it  also  offered  a 
method  of  studying  development  and  regression  of 
prostatic  cancer  since  proteolytic  enzymes  of  the 
blood  rise  with  growth  of  the  cancer  and  fall  with 
hormonal  therapy.  Obviously  a patient  with  high 
proteolytic  activity  of  the  blood  shoidd  not  be  sub- 
jected to  orchiectomy  but  should  receive  diethyl- 
stilbestrol  instead.  The  significant  jwint  is  that 
each  enzyme,  phosphatase  or  fibrinolysin  enters  the 
blood  only  when  metastasis  have  taken  place  and 
their  absence  is  evidence  of  localization  of  the 
tumor  in  the  prostate. 

With  regard  to  mammary  cancer,  it  was  found 
that  the  testes  can  support  the  growth  of  mammary 
cancer  in  the  male.  The  hypophysis  and  the  adrenals 
can  support  mammary  cancer  in  the  female.  In  some 
women  with  mammary  cancer  the  growth  thrives 
even  though  they  have  no  ovarian  function,  where- 
as in  others,  regression  of  great  magnitude  can  oc- 
cur with  administration  of  phenolic  estrogens.  A 
paradox  was  here  uncovered.  In  some  circumstances 
estrogenic  compounds  are  activating  agents  for 
breast  cancer,  while  in  others  estrogen  lead  to  a 
therapeutic  triumph.  This  ve.xatious  paradox  was 
resolved  by  experimental  studies  when  it  became 
possible  to  produce  cancer  in  rats  by  aromatic  hy- 
drocarbons. 

In  the  male  rat  mammary  cancers  induced  by 
aromatics  w'ere  not  influenced  by  orchiectomy  or 
hypophysectomy  — they  were  not  hormone  de- 
pendent. By  contrast  most  mammary  cancers  of 
men  wither  impressively  after  deprival  of  support- 
ing hormones.  In  female  rats  similarly  the  mam- 
mary cancer  caused  by  aromatics  was  hormone  re- 
sponsive. Many  though  not  all  induced  mammary 
cancers  vanished  after  removal  of  ovaries  or  pitui- 
tary. It  is  obvious  that  both  man  and  animal  can 
have  some  of  their  cancer  cells  which  are  hormone 
dependent  while  other  neoplastic  cells  in  the  same 
organism  are  not  endocrine-responsive.  It  seems  to 
be  a basic  proposition  in  endocrine-restraint  of 
malignant  disease  that  cancer  cells  can  differ  in  a 
crucial  way  from  the  ancestral  normal  cell  in  re- 
sponse to  modification  of  the  hormonal  “milieu  in- 
terior” of  the  body. 

What  was  unexpected  was  the  finding  by  Hug- 
gins that  mammary  cancer  in  the  female  rat  can  be 
extinguished  by  providing  excessive  amounts  of 
ovarian  steroids,  a form  of  control  by  hormone  in- 


terference. He  induced  mammary  cancer  in  rats 
which  were  then  treated  for  a limited  time  with 
large  amounts  of  estradiol  and  progesterone.  In 
normal  animals  this  combination  excites  excessive 
growth  of  the  breasts.  In  cancer  animals  this  com- 
bination cures  over  half  of  their  tumors  and  they 
do  not  reappear.  This  same  observation  was  car- 
ried over  to  the  treatment  of  patients  with  mam- 
mary cancer  in  both  men  and  women  with  far 
advanced  disseminated  disease  in  whom  large 
amounts  of  progesterone  and  estradiol  were  in- 
jected intramuscularly.  Worthwhile  improvement 
was  obtained  in  many  patients. 

There  is  another  kind  of  hormone  interference 
based  upon  the  classic  observation  of  Dougherty 
and  White  in  1943  that  ACTH  causes  lysis  of  lym- 
phoid cells.  Glucocorticoids  can  cause  a remission 
of  some  chronic  lymjihogenous  tumors,  leukemia, 
Hodgkins. 

The  control  of  cancer  by  endocrine  methods  can 
thus  be  described  in  three  propositions:  (1)  “Some 
types  of  cancer  cells  differ  in  a cardinal  way  from 
the  cells  from  which  they  arose  in  their  response 
to  change  in  their  hormonal  environment;  (2)  Cer- 
tain cancers  are  hormone  dependent  and  these  cells 
will  die  when  supporting  hormones  are  eliminated; 
(3)  Certain  cancers  succumb  when  large  amounts  of 
hormones  are  administered.” 

L.H.N. 
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Pathogenesis  Of  Duodenal  Ulcer 

Patients  with  duodenal  ulcer  are  often  described 
as  chronically  anxious  which  implies  an  emotional 
factor.  What  is  the  role  of  emotion  and  conversely 
do  gastric  symptoms  cause  emotional  states?  Clini- 
cal observations  do  support  the  concept  of  a psy- 
chosomatic etiology  in  a significant  number  of 
cases  and  serious  students  of  duodenal  ulcer  do 
not  disagree  with  this  idea.  Also  there  remains  to 
be  clarified  the  mechanism  by  -which  emotional  ex- 
jreriences  produce  or  exacerbate  ulcer  disease.  Ob- 
viously if  we  had  the  knowledge  of  the  mechanisms 
it  would  be  of  great  aid  in  the  control  of  the 
factors  concerned. 
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There  are  two  pathways  connet  ting  the  l)raiii  and 
tlie  stomach  over  which  emotional  facU)rs  could 
operate— the  nervous  and  the  neiirohumoral.  I’he 
nervous  pathwtiys  are  through  the  autonomic 
nerves  l)oth  vagus  and  sympathetic  to  the  upper 
gastrointestinal  tract.  The  neiirohumoral  jiath- 
ways  are  via  the  hyjiothalamus,  pituitary  anil 
adrenal  glands.  Ihider  the  impact  ol  emotional 
stress  the  impulses  coukl  pass  down  the  vagal  hliers 
and  activate  the  secretory  Innctions  ol  the  stomaih. 
Over  the  sympathetics,  impulses  could  constrict  the 
blood  vessels  to  the  duodenal  mucosa  and  reduce 
its  nourishment.  It  is  hypothesi/ed  that  this  could 
make  it  susceptible  to  the  damaging  action  ol  acid 
in  the  stomach.  Activation  ol  the  adrenal  cortex 
by  the  neiirohumoral  route  has  been  proposed  as 
an  intermediary  mechanism  in  nicer  genesis.  'This 
could  lead  to  release  ol  corticosteroid  hormones 
which  might  stimulate  gastric  secretion  or  else  im- 
jjair  the  secretion  ol  mucus  or  by  some  as  yet  un- 
known mechanism. 

The  evidence  in  support  ol  these  theories  is  lar 
Irom  complete.  In  the  hrst  place,  the  amount  ol 
investigation  carried  out  on  subjects  has  been  ipiite 
scanty  considering  the  importance  ol  the  problem. 
When  we  consider  the  complexity  ol  the  research 
involved  it  is  understandable  why  the  research  has 
been  scanty.  To  acquire  necessary  data,  a large  num- 
ber ol  duodenal  ulcer  patients  as  w’ell  as  a large 
number  ol  controls  would  have  to  be  monitored 
continuously  through  out  their  daily  activities  with 
portable  ecpiipment,  that  could  record  such  lunc- 
tions  as  the  intra-duodenal  acidity,  motility  and 
mucosal  blood  How. 

II  emotions  produce  idcer  they  must  do  so  by 
inlluencing  the  stomach,  duodenum  and  perhaps 
the  pancreas.  Lbitil  the  present  most  ol  the  atten- 
tion has  been  directed  to  the  stomach  especially  to 
the  role  ol  acid  and  pejjsin  secretions  which  are  easy 
to  measure.  In  this  way  it  was  loiind  that  no  case  ol 
duodenal  ulcer  has  ever  occurred  in  the  presence 
ol  achlorhydria.  From  this  has  arisen  the  conviction 
that  acid  secretion  ol  some  degree  is  es.sential  lor 
the  development  ol  iluodenal  ulcer.  It  is  ecpially 
clear,  however,  that  acidity  cannot  be  the  .sole 
lactor  since  many  cases  occur  in  whom  acid  secre- 
tion is  low  and  many  patients  reach  the  lourth  and 
filth  decade  ol  lile  with  a very  high  acid  output  and 
yet  have  not  developed  a duodenal  ulcer.  An  ex- 
treme example  is  the  patient  with  Zollinger-Elli- 
son  syndrome  who  secretes  a \ery  high  amount  ol 


aciil  per  hour  and  in  whom  ulcer  cannot  be  demon- 
strated. 

I'here  is,  however,  a limit  to  the  amount  ol  acid 
the  duodenum  can  withstand  without  some  damage. 
I'his  has  been  demonstrated  in  animals,  d'he  only 
jioint  is  that  the  damage  consists  ol  wides)jread  in- 
llammation  and  erosion  without  local  ulceration. 
I'o  explain  the  loctilization  ol  duodenal  ulcer  we 
must  perlorce  invoke  lurther  lactors  ol  a mechanical 
imjiact.  riiis  means  that  the  antro  duodenal  ana- 
tomy be  ol  such  a kind  that  the  emerging  acid  im- 
pinges iqion  a circumscribed  area  ol  the  duodenal 
Indl)  and  eventually  erodes  the  mucosal  and  sub- 
mucosal tissue  in  that  spot. 

riuis  instead  ol  blaming  the  stomach  we  should 
pet  haps  seek  the  basic  abnormality  ol  lunction  lead- 
ing to  duodenal  ulcer  in  the  duodenum  itsell.  Or- 
dinaiily  the  neutralizing  capacitv  ol  the  secretions 
entering  the  duodenum,  primarily  bile  and  pan- 
creatic juice,  is  sulficient  to  protect  the  ihiodenum 
against  the  insult  ol  gastric  juice.  In  that  case 
perhaps  in  some  patients  the  rcllux  backwards  into 
the  duodenal  bull)  is  not  sulficient  to  supply  the 
necessary  neutralization  at  that  level.  Do  Brunner’s 
glands  in  the  bulb  area  secrete  a protective  sub- 
stance which  becomes  inadequate  in  some  instances 
to  prevent  damage? 

I hen,  ol  course,  there  is  the  known  lact  that  the 
duodenum  is  normally  the  site  ol  origin  ol  inhibi- 
tory inliuences  on  gastric  lunction.  Acid  in  the 
duodenum  activates  certain  rellex  pathways  that 
inhil)it  gastric  lunction,  and  motor  and  secretory 
activity,  and  that  releases  Irom  the  mucosa  a 
humoral  agent  or  agents  that  have  the  same  ellects. 
This  is  why  some  have  suggested  that  duodenal 
ulcer  results  Irom  a lailure  ol  these  inhibitory 
mechanisms,  thus  exposing  the  duodenal  mucosa 
to  a more  prolonged  and  more  concentrated  as- 
sault Irom  the  stomach. 

'I'hen,  ol  course,  it  may  not  always  be  the  stomach 
nor  the  duodenum  but  the  pancreas  which  is  the 
source  ol  the  trouble.  Here  discrete  tumors  ori- 
ginating Irom  islet  tissue  can  release  a secretory 
hormone  that  causes  the  stomaih  to  }>our  out  acid 
in  amounts  too  large  lor  the  duodenum  to  with- 
stand. d'here  may  even  be  no  actual  tumor  lorma- 
tion  but  rather  overactivity  ol  the.se  islet  cells  that 
produce  the  same  substance. 

Besides  endogenous  lactors  in  the  pathogenesis 
ol  duodenal  ulcer  we  also  must  consider  the  pos- 
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From  a continuing  study  on  nasal  congestion  . . . 
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timed  to  work 
while  your  patient  does 


A study  being  conducted  by  the  Department  of 
Otolaryngology,  Greater  Baltimore  Medical  Center  is 
stockpiling  evidence  that  points  to  the  fast  action  and 
prolonged  relief  effected  by  Triaminic  in  the  treat- 
ment of  nasal  congestion. 


and  measured  their  response  to  recommended  doses 
of  Triaminic  tablets. 

Timed  to  release  its  oral  nasal  decongestant  and  two 
antihistamines  within  8 hours,  Triaminic  was  found  to 
effect  partial  or  complete  relief  in  better  than  82%  of 
the  subjects  treated.  Clearing  nasal  obstruction.  Re- 
ducing turbinate  swelling.  Making  breathing  easier. 


Begun  in  March  1966,  the  study  to  date  has  encom- 
passed 85  patients  with  common  nasal  disorders— 

It’s  a comforting  thing  to  know  that  Triaminic  really  works. 


Triaminic" 


timed- re  lease  tablets 

Each  timed-release  tablet  contains: 

Phenylpropanolamine  hydrochloride  50mg.  Pyrilamine  maleate 25mg.  Pheniramine  maleate 25mg. 

Side  effects:  Occasional  drowsiness,  blurred  vision,  cardiac  palpitations,  flushing,  dizziness,  nervousness  or  gastrointestinal  upsets. 
Precautions:  The  patient  should  be  advised  not  to  drive  a car  or  operate  dangerous  machinery  if  drowsiness  occurs.  Use  with  caution  in 
patients  with  hypertension,  heart  disease,  diabetes  or  thyrotoxicosis. 
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sible  role  ol  exogenous  factors.  I'he  regimen  pre- 
scribed l)y  many  physicians  to  bring  about  healing 
and  to  prevent  recurrence  of  the  ulceration,  re- 
ejuires  complete  abstinence  indefinitely  from  all 
roughage  and  spices  as  if  mechanical  or  physical  or 
biochemical  proj^erties  of  certain  foods  serve  to 
initiate  or  elicit  the  corrosion  of  the  duodenum. 
Thus  far,  however,  there  has  beeti  no  proof  for 
this  view  namely  that  a certain  diet  is  a salvation  of 
a kind  for  the  duodenal  ulcer  patient.  However, 
unless  we  have  something  to  blame  the  patient  for, 
we  are  often  put  iti  a difficult  therapeutic  situation 
unless  we  prescribe  diets  and  other  restrictions  to 
duodenal  idcer  jjatients.  There  are  certaitily  enough 
patietits  who  are  refractory  anyway  wdiatever  we 
do. 

There  are  many  other  lactors  in  addition  to 
etulogenotis  and  exogenous  ones,  f here  are  recog- 
nized hereditory  predispositions  leading  to  duo- 
denal ulcer  as  witness  the  high  incidetice  of  this 
disease  in  members  of  a single  family.  Investigations 


in  this  area  might  uncover  a common  denominator 
in  the  pathologic  physiology  in  these  people. 

rhen  there  are  the  well  documented  observations 
that  ulcers  heal  during  pregnancy  and  e.xacerbate 
during  lactation.  Also  it  is  recognized  that  the 
control  of  duodenal  ulcer  may  become  very  difficult 
after  the  metiopau.se.  Clearly  the  role  of  the  female 
hormones  on  an  idcer  require  a great  deal  more 
research  as  regards  their  effects  on  the  upper 
gastrointestinal  tract. 

With  all  the.se  factors  recognized  as  related  to 
ulcer  formation  it  is  obvious  we  cannot  speak  of 
the  pathogenesis  of  duodenal  ulcer  as  though  there 
is  only  one  disturbance  to  explain  all  duodenal 
ulcers  iti  all  2:>atients.  There  may  be  many  aberra- 
tions in  physiological  mechanisms  acid  secretion 
and  neutralizing  mucin  production,  lack  of  epi- 
thelial resistance  to  ulceration  and  a variety  of  me- 
chanical factors  atid  neuro-hunioral  derangements. 
,\11  have  been  implicated  in  caitsation  and  develop- 
ment of  the  lesion. 

L.H.N. 
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• Space-saving  refrigerator  package 
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Poliovirus  Vaccine 
Live,  Oral,Trivalent 
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CONTRAINDICATIONS  and  PRECAUTIONS:  Do 
not  inject  this  vaccine.  Postpone  vaccination  in  those 
with  acute  illness;  in  any  condition  having  an  adverse 
effect  on  the  immune  response  mechanism  Oeukemias, 
lymphogenous  diseases,  dysgammaglobulinemias,  during 
treatment  with  immune  serum  globulins  or  with  cancer 
chemotherapy  agents,  etc.);  in  advanced  debilitated 
states;  or  if  there  is  persistent  vomiting  or  diarrhea,  or 
clinical  signs  of  virus  (including  enterovirus)  infection. 


Live  measles  and  oral  poliovirus  vaccines  should  proba- 
bly be  given  separately. 

SIDE  EFFECTS  of  significance  have  not  been  reported. 
However,  the  risk  of  vaccine-induced  poliomyelitis,  esti- 
mated to  be  from  1:2,500,000  to  1:50,000,000  should 
be  considered. 

Supplied  in  trays  of  10.  Order 
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THE  INDICATIONS  FOR  MEDIASTINOSCOPY 


Joseph  P.  Dineen,  M.D. 

■ The  cervical  approach  to  the  mediastinum  has 
been  known  since  the  initial  operations  of  Heiden- 
haind®  and  Rasuniowski-^  in  1899,  and  von 
Hackei-13  in  1901.  The  approach  was  then  used  pri- 
marily for  the  treatment  of  mediastinitis,  but  was 
also  used  by  Marschiki^  for  the  prevention  of  medi- 
astinal infection  after  war  wounds.  The  hrst  at- 
tempt to  obtain  mediastinal  lymph  nodes  for  diag- 
nosis was  made  by  Daniels®  in  1949.  His  classic 
description  of  prescalene  node  biopsy  was  carried 
further  by  Harkeni'^  in  his  dissection  of  the  medi- 
astinum through  the  scalene  biopsy  incision,  and 
in  the  visualization  of  the  paratracheal  lymph 
nodes  with  the  laryngoscope. 

The  currently  used  method  of  mediastinal  ex- 
ploration was  introduced  by  Carlens^  in  1959,  with 
an  anterior  midline  approach  through  the  supra- 
sternal notch  area.  Since  that  time,  extensive  ex- 
perience has  been  obtained  in  a number  of  medical 
centers,  but  the  major  aedit  for  the  development 
of  this  technique  belongs  to  the  Scandinavians. 
During  the  past  twelve  months,  mediastinoscopy 
according  to  the  method  of  Carlens  has  been  intro- 
duced as  a routine  diagnostic  procedure  at  the 
Veterans  Administration  Hospital  in  West  Haven. 
In  this  first  year,  21  examinations  have  been  per- 
formed and  a protocol  established  for  the  use  of 
this  modality. 

Technique 

The  patient  who  is  to  undergo  mediastinoscopy 
is  prepared  in  the  usual  manner  as  for  general 
anaesthesia.  Following  endotracheal  intubation,  a 
5 centimeter  long  transverse  incision  is  made  2 
centimeters  above  the  suprasternal  notch,  and  sub- 
platysmal  flaps  are  developed.  The  strap  muscles 
are  separated  in  the  midline  and  the  pretracheal 
fascia  incised.  By  means  of  blunt  dissection  the 
index  hnger  is  carefully  inserted  along  the  anterior 
wall  of  the  trachea  as  far  as  possible.  Usually  this 
will  enable  the  operator  to  palpate  the  right  and 
left  tracheo-bronchial  angles,  but  the  digit  will  not 
ordinarily  reach  the  subcarinal  area.  An  evaluation 

From  the  Surgical  Sewice,  Veterans  Administration  Hos- 
pital, JVest  Haven,  Connecticut,  and  the  Department  of 
Surgeiy,  Yale  University  School  of  Medicine,  Neiu  Haven, 
Connecticut. 


is  made  of  any  palpable  evidence  of  invasion  or 
fixation  of  the  mediastinum.  Any  enlarged  nodes  or 
other  abnormality  in  the  paratracheal  areas  are 
noted.  The  16.5  centimeter  Carlens  mediastino- 
scope (Fig.  1)  is  then  inserted  and  further  dissec- 
tion carried  out.  The  right  pulmonary  artery  cross- 
ing anteriorly  below  the  carina  is  identified  and 
the  azygos  vein  likewise  cleaned  sufficiently  for  rec- 
ognition. With  the  dissector  or  the  suction  tip, 
the  subcarinal  nodes  are  loosened  as  well  as  the 
paratracheal  nodes.  Biopsies  are  then  taken  of  any 
suspicious  nodes.  In  addition  routine  biopsy  sam- 
ples are  obtained  from  six  jnedesignated  areas. 
Gelfoam  pledgelets  are  applied  to  the  biopsy  sites 
if  necessary,  and  the  platysma  and  skin  approxi- 
mated in  layers  with  4-0  silk  sutures.  No  topical 
antibiotic  or  drain  is  used.  A scalene  node  biopsy, 
if  not  previously  done,  may  then  be  [performed 
under  the  same  anaesthesia.  Two  illustrative  cases 
are  briefly  presented. 

Case  Presentafions 

Case.  1.  WHVyVH  040-07-30-99  W.  H.,  a 53  year  old  white 
male  lithographer  was  admitted  witli  a six  day  liistory  of 
lioarseness  and  hlood  streaked  sputum.  He  had  lieen  a mod- 
erately lieavy  smoker  and  noted  a clironic  productive 
morning  cougli  for  the  past  20  years.  X-rays  revealed  a mass 
lesion  with  central  cavitation  in  the  posterior  segment  of  the 
light  upper  lobe.  The  PPD  was  positive  in  intermediate 
strength.  Sputum  cytologies  and  smears  for  AFB  were  nega- 
tive on  multiple  occasions.  Laryngoscopy,  bronchoscopy,  and 
scalene  node  biopsy  were  negative.  .\t  mediastinoscopy  there 
was  no  gross  evidence  of  metastatic  disease  or  imresectahility. 
Multiple  routine  biopsies  were  obtained.  Initial  examination 
of  the  pathology  slides  revealed  only  hyperplastic  anthracotic 
lymph  nodes.  Step  sections  of  the  submitted  material  were 
then  made  and  tumor  was  found  in  one  sinusoid  of  a node 
taken  from  the  right  paratracheal  area  above  the  azygos  node 
group.  Mucin  stains  were  negative  and  the  tumor  identified 
as  a moderately  differentiated  epidermoid  carcinoma.  The 
patient  is  receiving  supervoltage  radiation  to  his  tumor  and 
to  the  mediastinum.  He  will  be  reevaluated  for  thoracotomy 
following  this. 

Case  2.  WHVAH  042-07-54-00  L.  C.,  a 59  year  old  white 
male  school  bus  driver  was  admitted  with  a nvo  month 
history  of  cough  which  was  productive  of  small  amounts  of 
sputum  and  associated  with  band  like  pleuritic  chest  pain. 
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Demonstrated  arc:  A.  nip  shaped  Iriopsy  forceps;  li.  alligator  forceps  used  with  gelfoam  or  cottoiroid  pledgclets  as 
dissector;  C.  long  stiction  tip,  also  ttsed  for  dissection;  and  D.  Carlens  niediastinosco|rc,  1(5.5  centimeters. 


Roentgcnogi ams  revealed  a cavitating  mass  lesion  in  the 
posterior  basal  segment  of  the  right  lower  lobe  and  evidence 
of  partial  atelectasis  on  the  left.  Uroiuhoscojry  demonstrated 
narrowing  of  the  left  main  stem  hroncluis  two  centimeters 
distal  to  the  carina.  with  a firm  white-yellow  lesion  on  the 
posterior  and  lateral  walls.  Biojisies  disclosed  an  epidennoid 
carcinoma.  Miiltijrle  biopsies  of  a suspicions  area  in  the 
posterior  basal  .segmental  bronchus  on  the  right  were  negative 
for  tumor  on  two  separate  bronchoscopies.  The  scalene  node 
bio|)sy  teas  negative.  .Vt  mediastino.scopy  there  was  no  gross 
cvidetice  of  metastatic  disease,  invasion  or  fixation  of  the 
mediastinum.  Routitie  biopsies  were  taken  and  metastatic 
e|>idermoid  carcinoma  foimd  in  the  subcarinal  nodes.  'I  he 
paratracheal  nodes  were  negative  for  tumor.  Ihe  patient  is 
receiving  radiation  thcrairv. 

Comment 

In  case  1,  the  positive  biopsy  of  the  paratracheal 
tiodes  represented  the  only  positive  diagnostic 
material  obtained  on  this  jtatient  prior  to  the 
planned  thoracotomy.  The  Hnding  of  pejsitive 
material  oidy  alter  step  sections  had  been  made  has 
been  the  experience  of  other  investigators,--  and 
all  biopsies,  it  negative,  now  have  serial  sectioning. 
The  .second  patient  with  proven  carcinoma  of  the 
left  main  stem  bronchus  woidd  most  likely  have  re- 
ceived radiation  therapy  because  of  the  jjrobability 
that  the  contralateral  lesiejn  in  the  right  Icwver  lobe 
was  also  malignant,  whether  metastatic  or  a sej> 
arate  primary.  I’he  mediastinoscopy  however  docu- 
mented the  presence  and  extent  (jf  secondary  medi- 
astinal involvement  prior  to  therapy.  This  should 


be  of  value  in  assessing  the  elfects  of  radiation,  and 
in  ]jlanning  any  future  surgical  procedure. 

Results 

I’here  was  iuf  mortality  in  the  group  of  21 
patients.  One  of  the  patients  demonstrated  a fever 
ranging  from  100  degrees  to  102  degrees  Fahrenheit 
post  mediastinoscopy.  During  this  time  he  had  evi- 
dence on  x-ray  of  cavitation  developing  in  his  right 
lower  lobe  tumm’,  and  had  considerable  sputum 
production.  AVith  vigorous  |)OStural  drainage  and 
endotracheal  suctioning  his  temperature  returned 
to  normal  in  fotir  days.  There  was  never  any  evi- 
dence of  wound  infection,  mediastinal  widening  or 
pnetunomediastinum.  Fhe  remaining  20  patients 
were  completely  uncomplicated. 

During  the  initial  experience  with  the  procedure, 
only  two  of  the  first  nine  patients  had  biopsies 
taken.  Both  of  these  were  returned  chronic  lympha- 
denitis. In  the  last  twelve  cases,  all  patients  have 
had  biopsies  taken  routinely.  The  tissue  diagnoses 


obtained  in  the  entire  group  were: 

Metastatic  carcinoma  from  lung  2 

Tuberculous  granuloma  I 

.Silicosis  1 

Non-caseating  granuh^mata,  hyperplasia  & fibrosis  1 
Hyperplastic  anthracotic  nodes  3 

Chronic  lymphadenitis  3 

Normal  nodes  3 
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To  this  time,  seven  patients  with  negative  medi- 
astinoscopies have  been  explored.  Five  of  these 
patients  have  been  resected.  Two  patients  were 
found  unresectable.  The  first  of  these  was  non- 
resectable  because  of  extension  into  the  posterior 
aspect  of  the  aortic  arch.  The  tumor  lay  outside  the 
field  of  the  mediastinoscopy.  However,  this  was  the 
first  patient  in  the  series,  and  he  had  already  under- 
gone protocol  preoperative  radiation.  There  was 
some  adherence  of  the  mediastinal  tissues  to  the 
anterior  wall  of  the  trachea,  and  because  of  these 
factors,  the  examination  was  not  as  thorough  as 
that  now  performed.  Also,  in  general  the  procedure 
is  avoided  in  radiated  patients,  and  is  now  per- 
formed routinely  prior  to  radiation  to  the  medi- 
astinum. 

Discussion 

The  primary  value  of  mediastinoscopy  revolves 
about  the  problems  posed  in  the  management  of 
patients  with  carcinoma  of  the  lung.  Lung  cancer 
continues  to  increase  in  incidence,  with  55,000  new 
cases  a year  and  an  annual  mortality  rate  of  50,000 
in  the  United  States.^  It  is  the  most  common  vis- 
ceral cancer  in  the  male.  Resectional  surgery  and 
supervoltage  radiation  have  reached  advanced 
states  of  development  without  significantly  alter- 
ing the  generally  dismal  survival  figures.  The  main 
hope  of  defeating  cancer  of  the  lung,  namely  pre- 
vention, will  never  be  practical  until  it  can  be 
achieved  without  interfering  with  the  inclinations 
of  free  human  nature.  For  the  present  however,  im- 
provement can  be  made  by  refining  our  knowledge 
of  the  course  and  spread  of  the  disease  in  the  living 
patient,  and  by  clarifying  the  role  of  surgery,  radi- 
ation and  chemotherapy  in  its  management  based 
on  this  knowledge. 

It  has  been  demonstrated  by  Delarue®  that  elim- 
ination of  the  exploratory  thoracotomy  to  determine 
non-resectability  will  in  itself  probably  double  the 
5-year  survival  figures.  This  is  due  to  two  major 
considerations.  Firstly,  the  “fruitless”  thoracotomy 
carries  an  average  mortality  of  10  per  cent,  with  as 
high  a rate  as  16  per  cenU^  reported,  not  to  men- 
tion a complication  or  morbidity  rate  of  up  to 
55  per  cent  as  reported  by  Reynders.-^  Secondly,  of 
all  thoracotomies  performed  for  patients  with  car- 
cinoma of  the  lung,  an  average  of  40  per  cent  dis- 
close a non-resectable  tumor.  Larsen  and  Clillton^'’ 
record  a non-resectability  rate  of  54  per  cent  of  all 
thoracotomies  for  carcinoma  at  the  Memorial  FIos- 
pital  in  New  York.  The  cause  of  non-resectability 


in  86  per  cent  of  the  cases  of  lung  carcinoma  studied 
by  Reynders-'''^  is  the  secondary  involvement  of  the 
mediastinum. 

Idle  presence  of  mediastinal  involvement  in  gen- 
eral is  considered  to  indicate  at  least  incurability, 
and  often  non-resectability.  What  effect  supervol- 
tage preoperative  radiotherapy  will  have  in  this 
grotpo  of  patients  remains  to  be  determined.  There 
is  disagreement  as  to  the  role  of  extended  resec- 
tions, and  palliative  resections.  The  European  ex- 
perience indicates  that  these  procedures  in  the  face 
of  mediastinal  involvement,  in  addition  to  carrying 
a significant  mortality,  are  also  fraught  with  a high 
rate  of  comjrlications,  usually  worsen  the  patient’s 
disease  process,  and  shorten  his  life  expectancy. - 
In  contrast  to  this,  a number  of  American  investi- 
gators^2,2C  Pave  been  encouraged  in  the  perform- 
ance of  supra-radical  operations,  and  Strug“®  has 
reported  that  50  per  cent  of  the  5-year  survivors  at 
the  Charity  Hospital  in  New  Orleans  had  mediasti- 
nal involvement  at  the  time  of  resection.  It  can  thus 
be  reasonably  stated  that  much  more  basic  informa- 
tion needs  to  be  obtained  referable  to  the  location 
and  extent  of  mediastinal  pathology  and  its  corre- 
lation with  the  various  therapeutic  modalities.  All 
other  factors  being  ecpial,  the  key  to  a more  re- 
warding approach  to  the  treatment  of  lung  cancer, 
and  to  the  improvement  in  the  salvage  rates,  lies  in 
a thorough  and  systematic  assessment  of  the  state  of 
the  mediastinum  prior  to  treatment. 

The  prescalene  node  biopsy  while  representing 
an  advance  in  our  approach  to  the  mediastinum, 
and  of  definite  value,  has  proven  to  have  serious 
drawbacks.  The  nodes  removed  are  at  a distance 
from  the  primary  pathology,  and  when  involved 
usually  indicate  a far  advanced  situation  with  little 
hope  of  securing  lasting  benefit  from  any  of  the 
modes  of  treatment.  It  has  been  shown  that  where 
the  prescalene  node  biopsy  is  performed  in  patients 
without  palpable  adenopathy  in  the  area,  the  yield 
of  positive  material  averages  7 per  cent.  In  addi- 
tion, in  a large  collected  series-®  of  223  negative 
scalene  node  biopsies,  47.5  per  cent  of  these  patients 
were  found  to  be  non-resectable  at  thoracotomy. 

In  contrast  to  this  are  the  results  of  mediasti- 
noscopy performed  on  patients  who  otherwise  have 
no  contraindication  to  thoracotomy  and  resection, 
as  a last  step  prior  to  surgery.  In  these  ^^atients  who 
have  no  demonstrable  evidence  of  mediastinal  in- 
volvement by  all  the  conventional  diagnostic  tests, 
Pearson-'"*  has  found  a j)ositive  mediastinoscopic 
biopsy  in  33  per  cent.  Other  large  series  vary  be- 
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tween  the  .HO  jjer  cent  j>osilive  rate  ol  Bergh^  to  the 
H7  per  cent  rate  reported  by  Reynders.-'’  As  ex- 
pected, the  biopsy  is  more  likely  to  be  jjositive  witli 
central  or  hilar  lesions,  but  positive  results  have 
also  been  obtained  with  ])eri]>heral  jiriinary  lesions 
in  Ironi  10  j^er  cent  ol  cases  to  the  20  per  cent  re- 
poi  ted  by  Maassen.’^  Ol  importance  also  is  the 
finding  ol  jjositive  tissue  on  the  contralateral  side 
in  20  per  cent  ol  the  positive  cases,  a finding  which 
would  not  be  discovered  at  thoracotomy.-'^ 

Ol  perhaps  greater  significance  has  been  the 
marked  improvement  in  resectability  rates  since  the 
introduction  ol  mediastino.sc;o]jy.  The  resectability 
rate  ol  Boerema-  in  Amsterdam,  once  00  per  cent, 
has  been  raised  to  01  jx'f  cent  in  those  jjatients  who 
have  a negative  mediastinoscojiy.  Van  der  Schaar-' 
has  now  reported  a resectability  rate  ol  93  per  cent. 
The  same  atithor  rejrorts  that  in  those  jjatients  who 
have  been  explored  despite  a positive  mediastino- 
stopic  examination,  there  is  a non-resectability  rate 
ol  77  ]X“r  cent.  .Around  the  world,  over  1,000  medi- 
astinoscopies have  now  been  pcrlormed'’  and  the 
lesidts  iit  all  seiies  consistently  sii])port  these 
figures. 

In  addition  to  its  great  uselulness  in  assessing 
operability,  mediastinoscojiy  has  also  been  ol  strik- 
ing value  in  providing  a tissue  diagnosis  not  ob- 
tainable by  any  other  means.  In  carcinoma  ol  the 
lung,  ajiproximately  40  per  cent  ol  the  jiatients  who 
have  completed  their  evaluation,  will  have  their 
only  positive  diagnostic  material  provided  by  meili- 
astinoscopy.-®  Bergh^  has  rejjorted  that  his  in- 
cidence ol  positive  jireoperative  diagnosis  with  the 
use  ol  mediastinoscopy  has  been  imjiroved  Irom  32 
per  cent  to  52  per  cent. 

In  sarcoidosis,  Ixilgreni'^  has  lound  the  scalene 
node  biopsy  to  provide  diagnostic  material  in  32 
per  cent  of  the  patients  when  there  were  no  palpa- 
ble neck  nodes  as  compared  to  a 91  per  cent  posi- 
tive rate  with  mediastinoscopy  in  the  same  type 
patient.  Carlens®  reports  a 96  per  cent  positive 
mediastinosccapic  biopsy  for  sarcoid  in  patients  sus- 
pected of  the  disease  without  odier  proof  of  diag- 
nosis. 

EfskiiuB"  has  lound  the  examination  useful  in 
patients  with  carcinoma  of  the  escjphagtis,  and  has 
obtained  positive  mediastinal  nodes  where  the 
primary  lesion  has  been  in  the  lower  third  of  the 
e.sophagus.  The  procedure  has  jtrovided  diagnostic 
material  in  silicosis,  tuberculosis,  and  lymphoma. 
.At  jiresent  in  this  center  studies  are  in  progress  to 
determine  its  u,seftilne.ss  in  the  diagnosis  and  stag- 


ing ol  patients  with  Hodgkins  disease  or  other 
malignant  lymjihomata. 

Carlen.s*’  has  reported  its  value  in  ca.ses  ol  .severe 
hypertrojihic  pulmonary  osteoarthropathy  where 
the  primary  lesion  is  on  the  right.  It  is  possible  to 
.section  the  right  vagus  nerve  below  its  recurrent 
laryngeal  division  through  the  mediastinoscope, 
and  significant  improvement  in  symptoms  has  been 
noted  following  this  technicpie.  Carlens'^  has  also 
recently  reported  the  use  of  mediastinoscopy  to 
implant  the  alrial-triggered  pacemaker  in  patients 
with  intermittent  complete  heart  block. 

Complications 

The  ojjerative  mortality  of  mediastinoscopy  in 
reviewing  a number  of  the  largest  series,!-**'^^’^'^'^^'-'^ 
totalling  1500  cases  was  0.3  per  cent.  Ol  the  five 
deaths  reported,  two  were  definitely  not  related  to 
the  jjrocedure.  The  most  .serious  comj)lication  is 
hemorrhage  which  has  occurred  in  less  than  1 per 
cent  ol  cases  and  has  usually  been  due  to  inadvert- 
ent biopsy  ol  the  azygos  vein  or  superior  vena 
cava.-*^  One  laceration  ol  the  aortic  arch-^  and  one 
ol  the  right  pulmonary  artery--  have  been  reported. 
Thoracotomy  has  in  several  instances  been  neces- 
sary to  control  bleeding.  Pneumothorax  occasion- 
ally occurs  but  is  generally  no  problem,  only  rarely 
retpiiring  intubation.  Injury  to  the  left  recurrent 
laryngeal  nerve  has  been  noted  several  times^^  but 
as  a rule  the  nerve  regains  its  function  within  sev- 
eral weeks.  Reynders-®  and  Farro^v“  have  each  re- 
ported one  instance  of  tumor  imjjlant  in  the  cervi- 
cal wound.  Infection,  namely  mediastinitis,  has  not 
been  reporteil,  and  wouiul  infection  has  been  ex- 
ceedingly rare.  Local  antibiotics  have  been  used  by 
some  writers  and  not  by  others.  In  the  early  AVest 
Haven  series,  systemic  antibiotics  have  been  irsed 
for  five  days,  but  their  necessity  is  certainly  open 
to  (piestion.  Lhe  overall  incidence  ol  complica- 
tions has  been  extremely  low  and  in  general  these 
have  occurred  early  in  each  atithor’s  series.  These 
figures  compare  cpiite  favorably  with  the  10  per 
cent  mortality  and  high  complication  rate  attend- 
*ing  the  “fruitless”  thoracotomy. 

Contraindications 

No  patient  is  studietl  with  this  technicpie  if 
there  are  any  medical  contraindications  to  a gen- 
eral anaesthesia  or  evidence  ol  metastatic  tumor 
outside  the  thoracic  cavity.  The  patient  must  also 
be  either  a candidate  lor  thoracotomy  or  manifest 
sufficient  pulmonary  reserve  to  permit  a potential 
thoracotomy.  Lhe  examination  is  not  performed  if 
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there  is  infection  in  the  area  of  operation,  furun- 
cles, a fistula  or  tracheostomy.  It  would  be  ex- 
tremely difficult  and  hazardous  in  the  face  of 
superior  vena  caval  obstruction.  In  addition,  if  the 
trachea  is  deviated  and  fixed  behind  one  or  the 
other  of  the  sternoclavicular  joints,  it  is  not  possi- 
ble to  introduce  the  mediastinoscope,  as  this  writer 
discovered  on  one  of  the  cases  early  in  this  study. 

A w'ord  of  caution!  The  examination  is  not 
lightly  undertaken.  A period  of  extensive  anatom- 
ical review  and  cadaver  dissection  with  the  medi- 
astinoscope is  necessary  prior  to  initiating  the  study 
in  the  clinical  setting.  The  view  of  the  anatomy  is 
quite  different  from  that  observed  at  thoracotomy. 
The  best  results  are  obtained  where  the  examina- 
tion is  performed  routinely  by  one  physician  who 
has  developed  an  experience  and  who  has  an  inter- 
est in  this  method,  whether  he  be  otolaryngologist 
or  thoracic  surgeon.  The  support  of  an  interested 
pathologist  must  be  enlisted  to  aid  in  the  study  of 
the  material  obtained,  which  at  times  requires 
multiple  sectioning. 

The  patients  tolerate  the  procedure  quite  well 
and  the  postoperative  discomfort  is  minimal,  being 
generally  less  than  that  following  bronchoscopy. 
The  procedure  while  requiring  somewhat  longer 
initially,  can  with  experience  be  accomplished  in 
20  to  35  minutes  depending  on  the  ease  of  dissec- 
tion. It  is  most  often  performed  under  general 
endotracheal  anaesthesia  for  better  relaxation  and 
for  surer  control  of  any  incidental  pneumothorax. 
It  may  be  accomplished  under  local  anaesthesia 
and  Ward,  et  al.^®  have  recently  reported  25  cases 
with  this  technique  and  prefer  it  to  general 
anaesthesia. 

Summary 

The  experience  obtained  with  21  mediastinosco- 
pies during  the  period  April  1,  1966  to  Apiil  1, 
1967  at  the  West  Haven  Veterans  Administration 
Hospital  is  meagre  compared  to  that  compiled  by 
Carlens,®  Palva,^^  and  others.  However,  it  is  a begin- 
ning. While  the  initial  results  have  little  statistical 
validity,  the  practicality  and  safety  of  the  pro- 
cedure have  been  demonstrated.  At  the  present 
time,  all  patients  with  proven  or  suspected  carci- 
noma of  the  lung  have  multiple  biopsies  taken  not 
only  from  suspicious  nodes,  but  from  six  predesig- 
nated areas;  namely:  1.  subcarinal,  2.  azygos  node 
area,  3.  right  mid  paratracheal,  4.  left  tracheo- 
bronchial angle,  5.  left  mid  paratracheal,  and  6. 
mid  pretracheal. 


The  presence  of  mediastinal  involvement  is 
staged  according  to  site  and  extent,  gross  or  micro- 
scopic involvement,  involvement  of  more  than  one 
nodal  area,  fixation  of  the  mediastinum,  or  gross 
invasion.  Patients  with  positive  biopsies  receive 
siqrervoltage  radiotherapy  and  are  then  reevaluated 
for  thoracotomy.  Patients  with  otherwise  negative 
evaluations  jalus  a negative  mediastinoscopy  are 
operated  on. 

Five  years  ago,  mediastinoscopy  was  undergoing 
development  in  a few  medical  centers  and  its  use 
was  generally  regarded  with  caution.  It  is  probable 
that  five  years  from  now,  all  thoracic  surgeons  will 
insist  on,  and  be  able  to  obtain  the  information 
provided  by  this  procedure  prior  to  instituting 
treatment. 
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KNOWLEDGE  AND  IGNORANCE,  PRIDE  AND  POWER 

.Absolute  knowledge  could,  therefore,  leave  nothing  outside  itself;  and  only 
on  condition  of  knowing  everything  could  man  be  granted  its  attainment.  Man 
behaves  as  if  he  were  destined  to  reach  this  absolute  knowledge;  and  the  ince.ssant 
why  which  he  jmts  to  nature  proves  it.  Indeed,  this  hope,  constantly  disap- 
pointed, constantly  reiiorn,  susttiins  and  always  will  sustain  successive  generations 
in  the  passionate  search  for  truth. 

Our  feelings  lead  us  at  first  to  believe  that  absolute  truth  must  lie  within  cjur 
realm;  but  study  takes  from  us,  little  by  little,  these  chimerical  conceits.  Science 
has  just  the  privilege  of  teaching  us  what  we  do  not  know,  by  rejjlacing  feeling 
with  reason  and  experience  and  clearly  showing  us  the  present  boundaries  of  our 
knowledge.  But  by  a marvellous  compensation,  science,  in  humbling  our  pride, 
jjroportionately  increases  our  power.  Men  of  science  who  carry  experimental 
analysis  to  the  point  ol  relatively  determining  :i  phenomenon  doubtless  see  clearly 
their  own  ignorance  of  the  phenomenon  in  its  jirimary  cause;  but  they  have  be- 
come its  master;  the  instrument  at  work  is  unknown,  but  they  can  use  it.  'I'his 
is  true  of  all  experimental  sciences  in  which  we  can  reach  only  relative  or  partial 
truths  and  know  jthenomena  only  in  their  necessary  conditions.  But  this  knowl- 
edge is  enough  to  broaden  our  jtower  tner  nature.  Though  we  do  not  know  the 
essence  of  phenomena,  we  can  produce  or  prevent  their  appearance,  because  we 
can  regulate  their  psysico-chemico  conditions.  We  do  not  know  the  essence  of 
fire,  of  electricity,  of  light,  anti  still  we  regulate  their  phenomena  to  our  own 
advantage.  We  know  absolutely  nothing  of  the  essence  even  of  life;  but  we  shtill 
nevertheless  regulate  vital  jthenomena  as  soon  as  we  know  enough  of  their  neces- 
sary conditions.  Only  in  living  botlies  these  conditions  are  much  more  complex 
and  more  difficult  to  grasp  than  in  inorganic  bodies;  that  is  the  whole  differ- 
ence.—Claude  Bernard,  M.I).  An  Introduction  to  the  Study  of  Experimental 
Medicine.  New  "S  ork,  I'he  Afannillan  Company,  1927,  ji.  82. 
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GASTRIC  SYPHILIS: 

A Case  With  Pernicious  Anemia 


H.  David  Frank,  M.D.,  Milton  M.  Lieberthal,  M.D.,  and 

Russell  H.  Pope,  M.D. 


B Clinically  recognizable  involvement  of  the 
stomach  by  syphilis  is  not  a rare  occurrence.  Ap- 
parently this  is  true  of  all  stages  of  the  “great  imita- 
tor.” Moreover,  the  criteria  for  the  diagnosis  of 
gastric  syphilis  have  been  quite  well  established. 
The  purpose  of  this  report  is  to  present  a case  of 
tertiary  syphilitic  gastric  involvement  sinmlating 
scirrhous  carcinoma  but  with  the  unusual  feature  of 
a complicating  pernicious  anemia,  hitherto  unre- 
ported. The  hematologic,  secretory,  radiologic,  gas- 
troscopic  and  histologic  studies  of  this  patient  will 
be  presented  in  detail. 

Case  Presentation 

A 44-year  old  colored  married  female  kitchen  helper  was 
admitted  to  the  Bridgeport  Hospital  on  March  2,  1965  com- 
plaining of  weakness,  shortness  of  breath,  and  swelling  of  the 
ankles.  Aside  from  recent  mental  confusion,  she  had  been  in 
good  health  until  December  1964,  when  she  first  noted  easy 
fatigueability,  swelling  of  the  ankles,  and  progressively  in- 
creasing shortness  of  breath.  During  the  six  weeks  prior  to 
admission  she  had  been  unable  to  work  and  had  lost  ten 
pounds  in  weight. 

Her  past  history  revealed  no  prior  knowledge  of  lues  or 
treatment  for  it.  She  had  suffered  the  tisual  childhood  dis- 
eases. She  used  no  alcohol  or  tobacco,  had  never  been  preg- 
nant, and  her  menses  had  ceased  uneventfully  at  age  39. 
Her  father  had  died  of  heart  failure  and  her  mother  was 
living  and  well.  She  denied  genitourinary  symptoms.  Her 
bowel  function  had  been  good  and  she  denied  anorexia. 

Physical  examination  revealed  her  to  he  a thin,  emaciated, 
confused  Negro  female,  with  pallor  of  her  mucous  mem- 
hranes  and  severe  exertional  dyspnea.  Her  weight  was  8O14 
pounds,  temperatuie  99°F,  pulse  126,  respirations  24,  and 
blood  pressure  130/60.  Her  tongue  was  swollen,  beefy-red 
and  smooth,  and  there  was  cheilitis.  'Phere  was  a regular 
sinus  tachycardia  and  a systolic  murmur  was  heard  at  the 
mitral  area.  The  abdomen  was  distended  and  there  was  a 
cpiestionable  fhdd  wave.  The  liver  edge  was  palpable  5 
centimeters  below  the  right  costal  margin.  There  was  4 f 
pretibial  and  3-1-  sacral  edema.  Neurological  examination  was 
within  normal  limits,  as  tvere  all  other  physical  findings. 

The  admission  blood  count  revealed  a hemoglobin  of  2.4 
g/100  ml,  a hematocrit  of  10  per  cent  and  a red  blood  cell 
count  of  1,250,000/mm’.  Her  MCV  was  125  cubic  microns, 
MCH  31  micromicrograms,  and  MCHC  was  24  g/100  ml.  The 
reticulocyte  cotmt  was  0.1  jrer  cent  of  erythrocytes.  The  white 
blood  cell  count  was  3800/mm’  with  a normal  differential. 
Bone  marrow  aspiration  showed  a megaloblastic  hyperplasia, 
rile  prothrombin  time  was  38  per  cent  (18  seconds)  . 


Gastric  analysis  with  Histolog  (2  mg/kg)  yielded  no  free 
hydrochloric  acid,  with  all  specimens  showing  a jrH  between 
5.8  and  7.0. 

A Schilling  test  showed  a 1.2  per  cent  absorption  and  a 12.5 
per  cent  absorption  when  intrinsic  factor  was  added  (normal 
more  than  8 per  cent)  . 

Serologic  test  for  syphilis  was  positive  in  a dilution  of  1:8 
and  the  fluorescent  treponemal  antibody  was  reactive.  The 
husband  of  the  patient  had  a negative  serology.  Cerebro- 
spinal fluid  examination  revealed  the  sugar  to  be  48  mg/100 
ml,  the  protein  58  mg/100  ml,  and  no  cells  or  growth  on 
culture  were  found.  There  was  a type  II  colloidal  gold 
curve  (23321). 

Urinalysis  showed  a specific  gravity  of  1.016  with  2 + 
albunun  and  30-40  white  blood  cells  per  high  power  field. 
Urine  culture  revealed  the  presence  of  jraracolon  bacillus. 
A 24-hour  urine  collection  contained  4.7  g of  protein  in 
the  2375  ml  volume. 

The  serum  protein  was  6.2  g/100  ml,  albumin  3.2  g/100  ml. 
Serum  electrophoresis  demonstrated  the  following  percent- 
ages: albumin  49.7  (normal  46.5-73%)  , alpha  1-glohulin  1.6 
(normal  1.7-6. 5%),  alpha  2-globulin  2.7  (normal  4.2-13.4%), 
beta-globulin  3.9  (normal  6.4-17.2%)  and  gamma-globulin 
42.1  (normal  120-22.9%).  The  total  serum  bilirubin  was 
0.82  mg/100  ml  (direct  reacting  0.37  ing/100  ml,  indirect 
reacting  0.45  mg/100  ml)  . Bromstilfalein  retention  was  9.4 
per  cent  (a  5 mg/kg  dose  given  and  the  specimen  taken  at 
45  minutes).  Lactic  dehydrogenase  was  1290  U,  serum  iron 
32  jug/lOO  ml,  and  total  iron-binding  capacity  308  /ig/100  nd. 

The  following  studies  were  normal:  fasting  blood  sugar, 
blood  urea  nitrogen,  sodium,  potassium,  chloride,  thymol 
turbidity,  cephalin  cholesterol  llocculation,  glutamic  oxalo- 
acetic transaminase,  cholesterol  and  esters,  amylase,  calcium, 
phosphorus,  protein  bound  iodine,  T 3,  test  for  sickling, 
lupus  erythematosis  cell  preparation,  hemoglobin  electro- 
phoresis, urine  for  Bence-Jones  protein,  urine  urobilinogen, 
carotene,  stool  gtiaiacs,  Coombs’  test  (direct  and  indirect)  , 
cold  agglutinins,  4 stools  for  ova  and  parasites,  stool  fat, 
d-xylose  absorption  test,  electrocardiogram,  cervical  Papani- 
colou,  bronchoscopy,  liver  biopsy  and  liver  scan. 


DR.  H.  DAVID  FRANK,  Associate  Attending  Gastro- 
enterologist, Bridgeport  Hospital  and  Clinical  Instructor  in 
Medicine,  Yale-New  Haven  Hospital. 

DR.  MILTOiN  M.  LIEBERTHAL,  Chief  of  Gastroenterol- 
ogy Section  and  Senior  Attending  Physician,  Department  of 
Medicine,  Bridgeport  Hospital. 

DR.  RUSSELL  H.  POPE,  Pathologist  and  Director  of 
Laboratories,  Bridgeport  Hospital. 
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Tigure  I 

Rocntgcnograin  of  the  stomach  on  March  5,  19G5. 


Figure  II 

I his  is  the  first  gastric  biopsy  oittaincci  Mardi  9,  1965. 
rhcre  is  intcstinali/ation  of  tlie  gastric  glands  with  a few 
stipeificial  glands  dilated  and  filled  with  imicus.  The  lining 
cells  v;try  from  low'  to  tall  tolumtiar  and  frecjnently  contain 
mncons  vacuoles.  File  interstitial  tisstie  is  abundant  and  in- 
filtrated by  chronic  inllammatory  cells,  tnany  of  which  arc 
jjiasma  cells.  Hematoxylin  and  F.osin  XI 00 


1 he  radiologic  survey  included  a chest  x-ray  which  re- 
vealed moderate  cardiomegaly  and  a contracted  left  lower 
lobe  with  some  jjieural  reaction.  ,\n  upper  gastiointestitial 
and  .small  bowel  series  (fig.  1)  showed  tapering  of  the  gastric 
fundtts  and  a smooth  wall  of  the  body  with  abnormal  stiffen- 
ing. Peristalsis  w'as  present  in  the  antral  region  only.  1 hese 
findings  were  interpreted  as  indicative  of  the  presence  of 
a linitis  plastica.  'I  he  harinm  enema  and  metastatic  series 
were  negative. 

Gastroscopv  with  the  Ilcnedict  Operating  Gastroscope  re- 
vealed distortion  of  the  lower  half  of  the  stomach,  making 
full  \ isuali/ation  of  the  antrum  impossible.  1 he  gastiic 
walls  aitpcared  stiff  and  no  peristafsis  was  seen.  Muco.sal  folds 
were  absent  and  the  muccesa  itself  was  a pale  color.  .Several 
submucosal  hemorrhages  were  vistiali/ed.  .\  biopsy  was  taken 
(fig.  2).  It  contained  many  glands  of  varying  sizes.  'Fhe 
more  superficial  glands  were  dilated,  containing  scant  mucus 
and  were  lined  by  tall  columnar  cells  with  frecjitcnt  nutcous 
vacuoles.  'Fhe  remaining  glands  were  sitiallcr  with  low 
columnar  cells  and  less  mticous  secretion.  Fhe  ititerglandu- 
lar  supportitig  tissues  were  heavily  infiltrated  by  chronic 
inflammatory  cells,  manv  of  which  were  plasma  cells. 

After  the  initial  hematologic  studies  were  completed,  the 
patient  received  transfusions  totalling  2000  ml  of  whole 
blood.  .She  was  also  given  10  mg  of  vitamin  K (Synkovite) 
daily  by  moitth.  Her  hemoglobin  rose  to  11.5  g/100  ml, 
hematocrit  to  36  per  cent,  and  red  blood  cell  count  to 
3,800, ()00/mm“.  Fhe  prothrombin  time  reverted  to  normal. 
On  March  15,  1965,  daily  vitamin  injectiotis  of  1000  micro- 
grams were  begun.  However,  the  reticulocyte  count  over  the 
next  eight  days  never  exceeded  1 per  cent.  On  March  16,  1965, 
daily  intraimtscular  injetions  of  B-complex  vitamins  and 
600,000  units  of  procaine  penicillin  were  begun.  While  the 
patient  was  receiving  this  treatment  her  confusion  disap- 
peared dramatically,  the  edema  cleared,  and  she  was  dis- 
charged from  the  hospital  on  March  23,  1965  with  a diagnosis 
of  .syphilitic  linitis  plastica,  with  .secondary  pernicious 
anemia. 

Fhe  patietit  was  readmitted  to  the  Bridgeport  Hospital 
on  May  31,  1965  for  re-evalution.  She  was  asymptomatic.  Her 
weight  was  108  pounds  atid  physical  examination  was  un- 
remarkable e.xcept  for  cheilitis. 

Fhe  hemoglcrbin  was  ll.l  g/100  ml,  hematocrit  46  per 
cent  and  red  blood  cell  count  was  5,300,000/mm''.  Her  MCV 
was  now'  87.5  cubic  microns  and  the  MC.H  27  micromicro- 
grams, MGHG  31  g/100  ml  and  the  reticulocytes  1.4  per 
cent.  Fhe  .sertim  iron  was  40  /ig/lOO  ml. 

The  \'I)RL  remained  positive  at  1:32,  and  the  fluorescent 
treponemal  antibody  was  still  reactive. 

Fhe  gastiic  analysis  with  Flistolog  (2  mg/kg)  again 
revealed  achlorhych  ia. 

,\n  upper  gastrointestinal  series  was  repeated  (fig.  3),  and 
this  time  showed  improved  distensibility  of  the  fundus  with 
normal  peristaksis.  Flowever,  mucosal  folds  were  still  alrsent. 

Gastroscopy  during  this  hospital  admission  permitted  more 
complete  visualization.  The  mucosa  was  still  abnormal,  how- 
ever, and  the  stomach  remained  unclistensible,  with  peristal- 
sis not  evident.  Another  biopsv  was  taken  (fig.  4)  . This  post- 
treatment gastric  tissue  showed  a definite  decrease  in  intesti- 
nalization  and  inflammation,  although  other  changes  noted 
in  the  first  biopsy  were  still  present.  'Fhe  interglandular  sup- 
porting stroma  was  more  abundant,  loosely  arranged  and 
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Figure  HI 

Roentgenogram  of  the  stomach  on  June  I,  19(55. 


edematous.  Many  cells  were  low  columnar  or  cuhoidal  and 
mitoses  were  noted,  indicating  regeneration. 

Penicillin  was  again  administered  (600,000  U tlaily  for  15 
days)  after  it  was  discovered  that  treatment  had  been  in- 
advertantly terminated  at  the  end  of  her  first  hospitalization, 
before  the  full  course  of  antiluelic  therapy  had  been  com- 


Figure  I\' 


This  is  the  second  biopsy  obtained  June  4,  1965.  Distortion 
of  gastric  glands  remains  hut  mucous  secretion  and  vacuoli- 
zation are  not  as  prominent  as  in  lig.  2.  The  interglandular 
fibrous  tissue  is  very  abundant  and  loosely  arranged.  The 
degree  of  inflammaiion  is  greatly  decreased  but  a few  plasma 
cells  remain.  Hematoxylin  and  Eosin  XlOO 


Figure  V-a 

Photograph  taken  prior  to  1965,  exact  date  unknown. 


Figure  V-b 


Photograph  taken  in  November,  1965. 
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Figure  \’I 

Roentgenogram  of  ilie  stomach  on  November  9,  I9()5. 


pleted.  Ibis  time  she  was  not  distbarged  until  she  bad 
received  full  tieatmenl.  She  felt  well. 

Fnrtbei  studies  were  performed  live  months  later  in 
November  I9(i,a.  She  was  still  asymptomatic  and  weighed  125 
pounds,  making  a total  weight  gain  of  i4yl  jiounds.  Her 
appeaiance  bad  (banged  remaiktdily  (fig.  5a  and  5b).  Cbeili- 


Figitre  VII 


I bis  is  the  third  biojisy  obtained  .November  9,  1965.  I he 
gastric  glands  are  somewhat  more  numerous.  Some  of  the 
lining  cells  still  show  some  vacuoli/ation.  .V  few  parietal  cells 
are  present.  Interglandular  hbrosis  is  le.ss  and  iullammation 
is  minimal.  1 here  is  ap|)arent  jiartial  regeneration  of  gastric 
g'tinds.  Hematoxylin  and  Fosin  XI (It) 


tis  was  still  present,  however.  Jests  for  syphilis  remained 
positive,  titers  unchanged.  Complete  blood  count  and  cell 
indices  remained  normal.  I he  serum  iron  was  27  /xg/100  ml 
and  no  add  could  be  obtained  from  the  stomach  on  maximal 
stimulation.  Ihe  Schilling  test  was  abnormal,  as  before. 

X-rays  of  the  stomach  (fig.  6)  .showed  a deformitv  similar 
to  the  one  noted  on  jirevious  admissions,  though  perhajrs  a 
little  less  marked. 

Gastroscopy  was  again  performed  and  a third  biopsy  taken 
(hg.  7)  . This  biop.sy,  eight  months  after  the  first,  showed 
the  muco.sa  apinoaching  normal.  Ihe  glands  had  become 
more  numerous  and  the  entire  thickness  of  the  muco.sa  had 
increa.sed.  1 he  lining  (olumnar  cells  were  of  average  height 
and  many  glands  contained  parietal  cells  not  noted  in  the 
two  pievious  hiojisies.  Mucous  secretion  was  minimal.  Ihe 
amount  of  inteistitial  tissue  and  the  number  of  inflammatory 
cells  had  decietised  considerahlv. 

As  soon  as  tlie  above  follow-up  studies  had  been  com- 
pleted, oral  treatment  with  ().,S  g of  ferrous  sulfate  t.i.d.  was 
begun  (on  Decemlier  10,  1965),  and  l>y  January  19,  1966  the 
scrum  iron  had  risen  to  77  jug/IOO  ml. 

I'hc  patient  continued  to  feel  perfectly  well. 

Discussion 

I’he  criteria  lor  the  diagnosis  ol  gastric  syphilis 
htive  become  more  definitive  with  our  improved 
knowledge,  technicpie  and  treatment. Original- 
ly, jjathologists  refused  to  make  this  diagnosis  be- 
cause the  spirochaetes  could  not  be  identified  in 
the  tissue  involved.  Moreover,  in  the  few  instances 
of  suspected  gastric  syphilis  in  which  spirochaetes 
were  fotind,  there  is  good  reason  now  to  suspect  that 
they  were  merely  saprojrhytes.  However,  if  the 
pathologists’  insistence  upon  bacteriologic  con- 
firmation had  been  persisted  in,  it  wotdd  have  made 
the  diagnosis  of  tertiary  syphilis  in  the  cerebro- 
spinal and  cardiovascular  systems  a rarity,  also. 
Moreover,  with  accumulation  of  cases,  further  study 
of  their  radiologic,  laboratory  and  histologic  fea- 
tures, and  observation  of  the  iminessive  results  of 
specific  antiluetic  treatment— at  first  with  heavy 
metals  and  in  more  recent  decades  with  penicillin— 
there  have  now  evolved  diagnostic  criteria  for  gas- 
tric syphilis  which  are  reasonabley  precise  and  ipiite 
dependable.  These  include:  1)  the  preseiue  of  un- 
treated syphilis:  2)  organic  changes  in  the  stomach 
seen  hy  X-ray;  c5)  the  lack  of  clinical  or  radiologic 
improvement  with  any  other  kind  of  treatment; 
and  4)  the  prompt  occurrence  of  such  improvement 
after  specific  treatment  for  syphilis. 

The  .symptomatology  of  gastric  syphilis  may  simu- 
late any  known  organic  stomach  disease,  or  there 
may  be  no  symptoms  at  all  referable  to  the  gastro- 
intestinal tract,  as  in  the  case  presented  here.  On 
the  other  hand,  Stokes  and  Brown^  analyzed  200 
luetic  patients  whose  chief  complaint  referred  to 
the  stomach,  and  found  that  20  jier  cent  actually 
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had  organic  lesions  of  that  organ.  However,  only 
4 per  cent  of  these  were  felt  to  be  syjahilitic  in  ori- 
gin. 'When  stomach  involvement  by  syphilis  does 
occur  there  is  usually  a gradual  onset  of  mild  post- 
prandial discomfort,  followed  by  early  satiety, 
gradual  tveight  loss,  and,  ultimately,  starvation. 
Hotvever,  long  survival  is  possible  even  with  maxi- 
mal stomach  involvement.  In  a Cabot  case.  Dr. 
I’racy  Mallory^  reported  the  22  year  survival  of  a 
patient  with  a stomach  which  was  only  15  cm  in 
length,  with  a lumen  so  small  that  it  was  hard  to 
visualize  fluoroscopically.  The  average  age  of  the 
patient  with  gastric  syphilis  is  usually  10-15  years 
younger  than  the  average  age  of  the  group  with 
gastric  carcinoma,  which  most  nearly  resembles  gas- 
tric syphilis  clinically  and  radiographically.  There 
is  generally  an  absence  of  any  signs  of  luetic  in- 
volvement of  other  major  systems. 

The  roentgenologic  picture  may  vary  consider- 
ably, and  Bockus  and  Bank**  have  described  5 
groups,  according  to  the  non-syphilitic  pathologic 
lesion  they  most  resemble.  These  include  the  group 
which  imitate  (1)  gastric  ulcer,  (2)  gastritis  without 
achlorhydria,  (3)  diffuse  hbrosis  or  scirrhous  car- 
cinoma, (4)  gastric  retention  and  (5)  duodenal  de- 
formity. LeWalcb  felt,  on  the  other  hand,  that  the 
diagnostic  criteria  by  X-ray  were  so  characteristic 
that  they  actually  made  the  diagnosis  of  syphilis. 
These  criteria  included  the  following  five  points: 
1)  diminished  size  of  the  stomach  with  rapid  empty- 
ing; 2)  a symmetrical  deformity  involving  a large 
portion  of  the  mid-body,  without  the  cachexia  that 
woidd  be  exjjected  with  a gastric  carcinoma;  3)  a 
linitis  plastica  type  of  deformity  which  may  be 
difficult  to  differentiate  from  carcinoma,  even  in  a 
young  patient;  4)  localized  areas  of  infiltration  simi- 
lar to  those  seen  with  carcinoma,  but  more  exten- 
sive and  with  a smoother  outline  than  cancer 
show's;  and  5)  a stenotic  lesion  at  the  pylorus  re- 
seniljling  cancer  or  idcer,  but  which  is  alw'ays  more 
extensive  than  the  lesion  in  simple  idcer.  Euster- 
man^  and  Moore*  add  to  the  above  criteria  the 
absence  of  a palpable  mass  despite  the  extensive 
radiologic  involvement  by  a large  and  constant 
filling  defect.  It  must  always  be  remembered,  how- 
ever, that  as  frequent  as  the  X-ray  signs  described 
above  are  in  cases  of  gastric  syphilis,  they  are  much 
more  frequently  seen  in  gastric  carcinoma.  Some- 
times, a return  to  a normal  X-ray  appearance  may 
occur  after  treatment.  However,  permanent  scarring 
may  also  be  present,  producing  persistent  roentgen 
defects,  which  is  true  of  the  case  presented  here. 


As  for  the  blood  findings,  numerous  reports  of 
other  cases  mention  the  occurrence  of  a mild  to 
moderate  anemia,  but  none  record  a macrocytic 
megaloblastic  anemia  as  was  present  in  our  case. 
MePeak'J  reported  a 62-year-old  patient  61/9  years 
after  the  onset  of  symptoms  including  great  emacia- 
tion and  a leather  bottle  type  of  stomach,  whose 
hemoglobin  was  46  per  cent  and  red  blood  cell 
count  2,46()/00()mm.*  In  discussing  the  Cabot  case® 
of  the  22  year  survival  despite  a severely  attenuated 
stomach  (referred  to  above)  Dr.  E.  D.  Churchill 
stated  that  “It  is  interesting  that  his  blood  is  re- 
ported as  being  normal  because  we  might  look  for 
the  development  of  pernicious  anemia.”  At  the  post 
mortem  Dr.  Mallory  found  an  uninvolved  antrum. 
Since  this  was  at  a time  when  the  antrum  was 
thought  to  be  the  site  of  origin  of  intrinsic  factor, 
he  postulated  that  the  normal  antrum  explained 
the  absence  of  pernicious  anemia.  We  now  know 
that  the  absence  of  intrinsic  factor  in  pernicious 
anemia  is  due  to  involvement  of  the  fundal 
mucosa. But  in  spite  of  the  total  fundal  involve- 
ment in  the  Cabot  case,  no  pernicious  anemia  de- 
veloped. 

Studies  of  gastric  secretion  in  cases  of  gastric 
syphilis  have  been  rejtorted  by  a nninber  of  authors. 
Eusterman-  mentions  achlorhydria  or  subacidity  as 
one  of  his  diagnostic  observations.  Williams  and 
KinimelstieE^  found  frequent  achlorhydria,  as  did 
Spellbergi-  and  Mitchell. 1*  In  some  instances,  the 
ability  to  secrete  acid  has  been  showm  to  return, 
tvhile  in  others  the  achlorhydria  persisted.  This 
probably  refiects  an  irreversilde  degree  of  damage 
to  the  mucosa.  Bockus^^  describes  a case  in  wdtich 
there  wxis  a return  of  acid  secretion  by  the  stomach 
3 years  after  (pre-penicillin)  antilnetic  treatment 
w'as  started.  By  contrast,  the  return  of  acid  .secretory 
ability  w'as  described  by  Mitchell,  et  al,^*  to  have 
occurred  in  as  short  a period  as  two  weeks  aftei' 
penicillin  treatment.  One  may  wonder  whether  the 
more  rapid  treatment  with  penicillin  will  now  more 
effectively  and  fret|uently  reverse  secretory  ab- 
normality than  did  the  older  slow'er  treatments  w'ith 
arsenic,  bismuth,  mercury  and  iodides. 

Gastroscopic  observations  have  been  made  in 
a number  of  cases.  Schw’artz,^®  for  instance,  studied 
the  gastric  mucosal  lesions  of  secondary  syjihilis, 
and  found  them  to  be  similar  to  the  mucosal  lesions 
in  the  month  and  pharynx  seen  in  this  stage  of  the 
disease.  He  also  found  that  these  gastric  mucosal  le- 
sions  disappeared  promptly  after  penicillin  therapy. 
Palmer,  .Schindler,  et  al,^''  examined  later  stage 


Volume  31,  No.  11 


777 


syphilis  and  lelt  that  they  could  not  differentiate 
gastrosrojjically  the  lesion  of  tertiary  syphilis  from 
carcinoma,  even  retrospectively.  I'his  was  true  (d 
our  own  experience  also,  although  the  biopsy 
findings  of  intestinalization  and  fibrous  replacement 
without  tumor  cells,  accompanied  by  plasma  cell 
infiltration,  were,  at  the  very  least,  suggestive  of 
syphilitic  involvement. 

However,  the  most  striking  feature  in  all  cases 
of  gastric  syjdiilis  is  the  clinical  response  to  treat- 
ment in  contrast  to  the  fretpient  partial  or  com- 
plete faihne  of  reversal  of  the  laboratory,  radiologic 
and  gastroscopic  abnormalities.  This  clinical  re- 
sponse should  be  phenomenal,  as  indeed  it  was  in 
this  case,  'f’he  patient’s  rapid  weight  gain  above  and 
beyond  expectation  was  classic  and  diagnostic, 
furthermore,  within  one  tveek  of  the  beginning  of 
penicillin  therapy,  her  edema  and  confusion  dis- 
a|jpeared,  and  she  was  clinically  improved  enough 
to  warrant  release  from  the  hospital.  I’rior  to  this 
treatment  her  hematologic  status  tvas  improved  by 
blood  transfusion,  the  hematocrit  rising  from  10  to 
3(5  per  cent,  ft  is  interesting  that  there  was  no 
reticidocytosis  during  the  sidisecpient  therajjy  with 
Bj2.  Some  reticulocyte  response  might  have  been 
expected  at  this  latter  level.  However,  the  presence 
of  the  concommitant  iron  deficiency  may  have  pre- 
vented the  formation  of  red  blood  cells  in  her 
bone  marrow.  And  despite  the  fact  that  her  final 
biopsy  showetl  partial  regeneration  of  the  gastric 
mucosa,  the  Schilling  test  remaineil  abnormal  and 
the  achlorhydria  persisted.  The  radiological  and 
gastroscopic  improvement  that  occurred  was  not 
comjdete,  and  lagged  far  behind  the  clinical  im- 
provement. 

Summary 

•\  ll-year-old  luetic  female  with  pernicious 
anemia  and  the  radiologic  picture  of  linitis  jilastica 
is  presented.  I'reatment  with  penicillin  resulted  in 
a complete  clinical  remission  and  partial  histologic 


regeneration  of  the  gastric  mucosa.  The  gross  de- 
lormities  seen  by  X-ray  and  gastrosco]iy  did  not  un- 
dergo remission,  however,  and  persist  to  the  present. 
•\n  exposition  of  the  diagnostic  criteria  is  made, 
<ind  the  clinical,  hematological,  and  radiographic 
features  of  gastric  syphilis  are  discussed. 
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THE  CLASSIFICATION  OF  FETAL  HEART  RATE 

II.  A Revised  Working  Classification 

E.  H.  Hon,  M.D.  and  E.  J.  Quilligan,  M.D. 


■ Organized  and  efficient  analysis  of  fetal  heart  rate 
(FHR)  and  uterine  contractions  (UC)  patterns  re- 
corded with  continuous  monitoring  techniques  de- 
pend to  a large  extent  upon  an  adec[uate  method  of 
classification.  Classification  is  also  important  as  a 
means  of  communication  between  research  and 
clinical  groups  especially  since  similar  FHR  changes 
have  not  been  labeled  uniformly  by  all  investigative 
groups.^® 

Since  the  introduction  of  the  instantaneous  jur- 
diotachometer  for  FHR  studies^  and  the  initial  de- 
scriptioii^f  various  FHR  patterns-  continuing  ex- 
perience has  demonstrated  the  need  for  a broad 
FHR  classification  which  makes  provision  for  the 
details  of  individual  FHR  patterns.  An  earlier  re- 
port" outlined  a working  classification  of  FHR 
which,  in  the  main,  has  been  satisfactory  but  is 
somewhat  restricted  since  it  relies  heavily  on  de- 
scriptive terms.  This  report  describes  changes  in 
the  earlier  FHR  classification  which  make  it  less 
ambiguous  and  provides  a more  objective  basis  for 
computer  analysis  of  FHR  data. 

Bases  for  FHR  classification.  Re-evaluation  of 
many  hours  of  FHR  recordings  led  to  the  present 
concept.  It  is  based  upon  the  idea  that  a given 
FHR  represents  the  output  of  a physiologic  system 
which  reflects  the  degree  of  control  exercised  by  a 
number  of  opposing  physiologic  mechanisms  which 
may  have  different  time  courses.  In  the  antepartum 
period  and  between  uterine  contractions  in  the 
intrapartum  period,  the  interplay  of  these  mechan- 
isms prescribes  a unicpie  FHR  baseline  level  for 
each  individual  fetus.  This  level  is  held  within 
fairly  close  limits  as  the  result  of  the  interaction  of 
cardio-accelerator  and  cardio-decelerator  reflexes, 
which  are  usually  in  relative  balance,  so  that  there 
is  a continuous  superimposed  irregularity  which 
reflects  the  continuous  “hunting”  (i.e.,  momentary 
oscillations  about  the  FHR  baseline  as  the  opposing 

* This  investigation  was  supported  in  part  by  Public 
Health  Service  Research  Grants  HE  09507-02  from  the 
National  Heart  Institute  and  HD  01167-02  and  5K3-HD 
18295-06  from  the  National  Institute  of  Child  Health  and 
Human  Development. 


accelerator  and  decelerator  reflexes  attempt  to 
achieve  balance)  of  the  control  mechanism.  If,  for 
some  reason,  there  is  transitory  imbalance  between 
these  two  oj:>posing  control  mechanisms  it  is  re- 
flected by  a corresponding  transitory  FHR  accelera- 
tion or  deceleration. 

While  the  present  working  FHR  classification  has 
been  primarily  designed  for  intrapartum  studies, 
it  is  also  useful  for  antepartum  studies.  However, 
the  following  discussion  will  be  limited  to  the  use 
of  this  classification  in  the  intrapartum  period.  The 
following  broad  principles  are  used  lor  classifica- 
tion: 

1.  FHR  patterns  are  made  up  of  two  major  seg- 
nients  (a)  baseline  changes,  i.e.,  FFIR  alterations 
in  the  absence  of,  or  in  between  UC  (b)  periodic 
changes,  i.e.,  FHR  alterations  associated  with  UCT 
While  these  changes  are  not  periodic  in  the  strict 
sense  of  the  word,  they  are  quasi-periodic. 

2.  Baseline  FHR  levels  are  evaluated  at  10 
minute  intervals  and  are  described  by  designating 
an  FHR  range  in  which  the  baseline  FHR  is  locate.d 
during  the  major  portion  of  a 10  minute  interval . 
FHR  accelerations  or  decelerations  from  the  base- 
line, not  associated  with  UC,  short  of  10  minutes 
duration  are  simply  called  “accelerations”  or  “de- 
celerations.” If  the  alteration  in  baseline  is  10 
minutes  or  more,  this  is  considered  a new  FHR 
baseline. 

3.  Periodic  FHR  changes  are  classified  primarily 
on  the  basis  of  waveform,  and  secondarily  on  the 
timing  relationship  between  the  beginning  of  a 
UC  and  the  onset  of  an  FHR  change.  Since  periodic 
FHR  changes  are  usually  short-lived  and  closely  re- 
1 ated  to  UT,  their  transitory  nat ure  is  implied.  e.g. , 
when  mrm  “rlpr.plpration”  is  used.  it.descrihes  a 
transitory  fall  in  FHR  from  a given  baseline  level 
followed  by  a return  to  the  baseline  shortly  there- 
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Figure  IA  (i) 

Basis  for  lalrcling  of  FHR  baseline  level. 

Figure  IA  (ii) 

Example  of  FHR  baseline  irregularity. 

after.  Descriptions  of  jjeriodic  FHR  accelerations  or 
decelerations  are  ahvavs  preceded  by  an  adjective 
describing  their  time  relationshii>  to  a UC  viz., 
“early,”  “late”  or  “variable.”  This  labeling  serves 
to  tlistingiiish  them  from  accelerations  or  decelera- 
tions from  the  FHR  baseline  not  associated  with 
UC. 

Illustrations 

Ox'craU  Concept.  Figure  IA(i)  illustrates  the  most 
widelv  used  clinical  FHR  classification.  The  FHR 
between  contractions  is  considered  baseline  and  is 

I ~ 

evaluated  evei^y  ten  minutes.  T new  baseline  is 
established  if  the  baseline  alterations  last  longer 
than  ten  minutes.  Figure  I.\(ii)  illustrates  the  base- 
line FHR  irregularity  which  is  present  in  vtirying 
degrees  in  almost  all  fetuses.  'Fhis  irregularity  re- 
llects  the  relative  state  of  balance  which  exists  be- 
tween the  cardio-tictelerator  and  cardio-decelerator 
control  mechanisms.  Fhe  three  upper  traces  of 
Figure  IB  are  examples  of  transitory  fetal  cardiac 
acceleration  which  is  Irequently  superimposed  on 
the  baseline  FHR  pattern.  The  three  lower  traces 
show  similar  transitory  FHR  decelerations.  While 
these  transitory  imbalances  of  the  physiologic  FHR 
control  mechanisms  may  be  seen  sometimes  be- 
tween contractions  (i.e.,  in  the  baseline  period)  they 
are  more  commonly  noted  with  uterine  contractions. 

FHR  Acceleration.  FHR  accelerations  from  the 
FHR  baseline  between  and  with  FTi  occur  less 


Figure  IB 

Upper  traces  are  examples  of  fetal  cardiac  acceleration  of 
\aryiiig  duration  and  amplitude.  Lower  traces,  extmples  of 
fetal  cardiac  deceleration  of  varying  waveform,  duration,  and 
amplitude. 

fretpiently  than  FHR  decelerations  and  hence  have 
not  been  studied  as  extensively.  However,  in  some 
instances  a definite  timing  relationship  exists  be- 
tween the  onset  of  certain  types  of  FHR  accelera- 
tion and  the  beginning  of  a b'C  (See  Figure  I\'D). 
Fhe  jjresent  revised  FHR  classification  makes  provi- 
sion for  sejjarating  baseline  from  jieriodic  FHR  ac- 
celerations in  a similar  manner  at  it  does  for  FHR 
decelerations. 

FHR  Deceleration.  'Fite  most  freqtient  and 
jtrominent  alterations  in  FHR  patterns  observed 
during  labor  are  due  to  cardio-decelerator  reflexes. 
I'he  actual  waveform  of  the  iteriodic  deceleration 
and  the  relationship  of  its  on.set  to  the  beginning  of 
its  associated  UC  are  useful  in  classification. 

Figure  II  outlines  a method  of  separating  the.se 
periodic  deceleration  patterns  into  three  specific 
categories.  The  first  step  is  to  look  at  the  individual 
FHR  tvaveform.*  If  the  slope  of  the  descending 
limb  of  the  FHR  pattern  is  lalling  faster  than  the 
ascending  slope  of  the  associated  UC  is  rising,  and  if 
the  FHR  pattern  vaties  in  shape  ftoiii  cuiltlaclton 
to  contraction  it  is  termed  “variable  deceleration” 


* The  appearance  of  tlie  FHR  aiul  I'C  waxeforms  are 
directly  dependent  on  the  vertical  and  horizontal  scaling 
factors.  This  discussion  is  based  on  the  following  original 
trace  scaling  viz.  a)  FHR:  10  mm  — 30  beats  per  minute, 
h)  I'C:  10  mm  - - 2:’)  mms  Hg.  c)  lime  base:  30  mm  = 
I minute. 
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heart  rate  deceleration  patterns 

Figures  IIA,  IIB,  and  IIC 

Flow  diagram  for  classification  of  fetal  cardiac  deceleration.  In  Figure  IIA,  note  the  uniform  shape 


of  the  FHR 


IMow  aiaeram  lor  ciabMutciLiuu  lji  — o , — : — , 7^ 

deceleration  from  contraction  to  contraction  and  its  early  onset  nTrelationship  to  tlrTT^mning  of  the  contraction.  In 
lilt  ITio  FHR  deceleration  pattern  is  also  uniform  but  has  its  onset  late  nr  the  uterine  contraction. 

In  Figure  n^the  FHR  markedly  from  contraction  to  contraction  ^ does  U5  o.»set  111  relaUPHshiRjo 

the  beginning  of  the  contraction. 


(Figure  IIC).  II  the  FHR  waveform  is  relatively  uni- 
form  in  appearance,  and  the  slope  o£  the  descencl- 
ing  limb  is~  tailing  at  about  the  same  rate  thafThe 
ascending  slope  of  the  associated  UC  is  rising,  so 
that  each  FHR  pattern  largely  reflects  the  shape  of 
the  associated  UC,  the  deceleration  is  further  classi- 
fied  by  considering  dre  relationship  between  the  on- 
set  of  TIre~~aFceleration  to  the  beginrunglof  the 
as.sociated-U  C. 

If  the  onset  of  the  FHR  deceleration  coincides 
approximately  with  the  beginning  of  the  UC,  so 


that  it  falls  early  in  the  contraction  phase,  it  is 
called  “early  deceleration.”  The  overall  pattern  of 
this  type  of  deceleration  is  illustrated  in  F’igure  IIA. 
If  the  onset  of  the  deceleration  begins  late  in  the 
u terine  contraction  phase,  i.e.,  some  20  to  30  secon d s 
or  more  after  the  beginning  of  the  UC  it  is  called 
“late  deceleration.”  This  overall  pattern  is  il- 
lustrated in  Figure  IIB. 

While  this  gross  separation  process  enables 
identification  of  specific  FHR  patterns,  it  makes  no 
provision  for  the  degree  of  deceleration.  Although 
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I'lGURF.  IlIA  (i-iv) 

Examples  of  fetal  cardiac  acceleration.  I he  subscript  indicates  the  level  which  is  reached,  or  exceeded  hy  the  maximum 
EHR,  Where  no  subscripts  are  used,  the  maximum  FHR  does  not  reach  the  tip[)cr  limits  of  the  normal  EHR  range. 


Eioure  II1.\  (v-ix) 

Examples  of  fetal  cardiac  deceleration.  The  suhscripis  refer  to  the  level  which  is  reached,  or  exceeded  hy  the  minimum 
EHR.  In  cases  where  no  subscripts  arc  used,  the  minimtim  MIR  docs  not  fall  below  the  lower  limits  of  the  normal  EHR 
range. 

Figure  IHI5  fi-v) 

Examples  of  varying  degrees  of  FHR  baseline  irregularity. 

the  significance  of  a given  level  of  FHR  acceleration 
and  deceleration  is  not  nnderstood  at  the  present 
time,  on  the  basis  of  past  ex2)erience  it  seems  rea- 
sonable to  make  provision  for  a certain  degree  of 
quantitation.  Figure  3A  illustrates  a method  which 
is  based  on  the  FHR  limits  used  for  classification  of 
baseline  FFIR  changes  (Figure  lA).  FHR  accelera- 
tions where  the  maximum  does  not  exceed  KiO  beats 
jier  minute  is  simply  designated  “acceleration” 

(since  it  is  an  FFIR  change  which  is  still  in  the 
normal  FHR  range).  If  the  maximum  FHR  exceeds 
KiO  beats  per  minute  but  is  less  than  180  beats  per 
minute,  it  is  designated  “acceleratioiiigo”.  Similarly 
if  the  maximum  FHR  exceeds  180  beats  per  minute 
it  is  designated  “accelerationigg”.  Deceleration  is 
treated  in  a similar  manner,  e.g.,  if  the  lowest  FFIR 
falls  below  120  beats  per  minute  this  is  termed 
“dcceleratioui^o”.  Likewise,  if  the  F'HR  falls  below 
100  beats  jter  minute  this  is  designated  “decelera- 
tioiiioo”. 

FHR  Irregularity.  The  amount  of  FHR  baseline 
irregularity  appears  to  be  related  somewhat  to  fetal 
maturity.  It  is  modified  to  some  degree  by~I^or 
itself  and  can  be  markedly  altered  with  autonomic 
drugs.  Figure  Hill  (i-v)  illustrates  some  of  the  pat- 


terns encountered  and  the  method  used  for  rough 
(juantitation.  The  numerical  basis  for  classification 
is  discussed  later. 

Figures  IV.\  and  IV^D  illustrate  the  use  of  this 
revised  working  FHR  classification  with  examples 
of  FFIR  patterns.  Figure  \V\  is  an  example  of  a 
baseline  F’HR  pattern  of  moderate  tachycardia  with 
minimal  irregularity  and  periodic  ejiisodes  of  early 
deceleration  of  varying  levels.  While  the  FHR  base- 
line is  classified  on  the  basis  of  the  prevailing  jjat- 
tern  for  10  minutes,  each  periodic  F'HR  change  is 
classified  individually  (in  this  case  2 of  the  5 ejji- 
sodes  have  been  labeled).  F'igure  I’VE  illustrates  a 
normal  F'HR  baseline  with  average  irregularity  and 
periodic  episodes  of  late  deceleration.  F’igure  WC  is 
an  example  of  a normal  FHR  baseline  with  moder- 
ate irregularity  and  periodic  episodes  of  variable  de- 
celeration. Figure  IVI)  is  an  exam|)le  of  moderate 
tachycardia  with  average  irregularity  and  j^eriodic 
episodes  of  acceleration. 

Definitions 

File  present  working  F’HR  classification  is  based 
on  the  following  premises:  a)  a baseline  FHR  level 
for  a given  fetus  b)  a superimposed  F’HR  irregu- 
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Figure  IV  A 

Example  of  a baseline  FHR  which  shows  moderate  tachycardia  with  minimal  irregularity.  The  periodic  FHR  pattern  is 
one  of  early  deceleration. 

Figure  IV  B 

Baseline  FHR  showi.ig  normal  FHR  with  average  irregularity.  The  periodic  FHR  pattern  is  one  of  late  deceleration. 

Figi:re  IV  C 

Baseline  FHR  of  normal  FHR  with  moderate  irregularity  and  a periodic  FHR  pattern  of  variable  deceleration. 

Figure  IV  D 

Baseline  FHR  pattern  of  moderate  tachycardia  with  average  irregularity  and  a periodic  FHR  pattern  of  acceleration. 


larity  of  varying  degree  c)  periodic  alterations  in 
baseline  FHR  associated  with  contractions  and  d) 
sporadic  alterations  in  baseline  FHR  not  associated 
with  contractions. 

Baseline  FHR.  The  baseline  FHR  is  evaluated 
over  a 10  minute  interval  and  is  determined  be- 
tween uterine  contractions  or  between  FHR 
changes  associated  with  uterine  contractions,  e.g., 
Figure  FVB.  If  the  patient  is  not  in  labor,  only  base- 
line FHR  changes  are  described. 

1.  FHR  level.  The  method  of  labeling  FHR 
baseline  levels  used  for  the  earlier  wot  king  classifica- 
tioid  has  proved  satisfactory  and  will  be  retained 
in  this  revision.  They  are  as  follows: 

Noi-n^al  -120  to  160  beats  per  minute 

Moderate  tachycardia  —161  to  180  beats  per  minute 
Marked  tachycardia  —181  or  more  beats  per  min. 
Moderate  bradycardia-100  to  119  beats  per  minute 
Marked  bradycardia'  -99  or  less  beats  per  minute 

“Normal,”  “bradycardia,”  and  “tachycardia  are 
terms  which  are  restricted  to  baseline  FHR  de- 
scriptions and  are  not  used  to  label  transitory  mani- 
festations of  the  cardio-accelerator  and  cardio- 
decelerator  reflexes.  This  actual  FHR  baseline  level 
is  determined  by  the  range  into  which  the  baseline 
falls  for  the  majority  of  a 10  minute  interval. 


2.  Irregularity,  (Figure  IIIB).  Irregularities  in  the 
baseline  FHR  are  classified  on  the  basis  of  the 
amplitude  of  the  FHR  fluctuations  which  have  a 
frequency  of  3-5  cycles  per  minute.  Amplitude  is 
measured  as  a percentage  of  baseline  level,  viz. 

(i)  none— no  visible  fluctuations 

(ii)  minimal— less  than  3 per  cent  of  baseline 

■fhr 

(iii)  averaee-4  to  9 per  cent  of  baseline  FHR 

(iv)  moderate — 10  to  15  per  cent  of  baseline  FHR 

(v)  marked— greater  than  15  per  cent  of  baseline 

FHR 

3.  Sporadic  FHR  changes.  Accelerations  or  de- 
celerations in  the  baseline  FHR  which  are  not 
associated  with  uterine  contractions  aie  classified 
on  the  basis  of: 

a)  duration:  less  than  30  seconds;  more  than 
30  seconds  but  less  than  2 minutes;  more  than 
2 minutes  but  less  than  10  minutes.  If  the  change 
in  FHR  exceeds  10  minutes,  this  is  considered  a 
new  FHR  baseline. 

b)  amplitude:  the  method  of  classifying  FHR 
amplitude  changes  is  determined  by  the  FHR 
level  which  is  exceeded  by  the  FHR  acceleration 
or  deceleration  under  consideration  (Figure 

I II  A). 
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Periodic  FHR  Changes 

1.  Ii  rcmihn  ity.  Alterations  in  FUR  haseline  ii  - 
legnlaiity  detiily  associated  with  UC  ate  (hissified 
in  ;i  similar  niannei  to  that  used  lor  haseline  FHR 
changes  without  l'(i. 

2.  Acceleration.  Periodic  FFIR  acceleration  as- 
sociated with  UC  are  dassihed  similarly  to  those  oc- 
curring in  the  FHR  baselitie  (Figure  HIA  (i)  to  (iv)). 

3.  Deceleration.  FHR  deceleration  is  classified 
on  the  following  bases: 

(a)  Waveform  and  timing.  As  itidicatcd  in 
Figures  flA,  1115,  and  IfC,  ]:)eriodic  F'FIR  changes 
due  to  cardio-decelerator  reflexes  can  be  cla.ssified 
readily  oti  the  basis  of  waveform  and  timing  itito 
three  specific  categories,  viz.  “early,”  “late,”  and 
“variable.”  The  “early”  and  “late”  designations 
a|>ply  to  FflR  waveforms  of  uniform  shape. 
Further  separation  is  determined  by  the  timing 
relationship  between  the  onset  of  the  decelera- 
tion and  the  beginning  of  the  UC.  In  early  de- 
celeration the  onset  of  the  deceleration  is  almost 
coincident  w’ith  the  begitinitig  of  the  ITi.  In  late 
deceleration,  the  onset  of  the  deceleration  is 
delayed  some  20  to  30  seconds  after  the  beginning 
of  the  contraction.  In  the  case  of  variable  de- 
celeration, each  wave  form  has  a variable  shape 
which  usually  varies  from  contraction  to  con- 
traction. This  is  also  trite  of  the  timing  of  the 
onset  of  this  type  of  deceleration  and  the  be- 
ginning of  the  associated  contraction. 

(b)  Duration.  Less  than  30  seconds;  more  than 
30  seconds  to  less  than  2 minutes;  more  than  2 
minutes  to  less  than  5 minutes;  and  greater  than 
5 minutes. 

(c)  Amplitude.  Arnplitiule  changes  iti  periodic 
FHR  accelerations  and  decelerations  are  labeled 
similarly  to  those  for  sporadic  F'FIR  changes 
(Figure  IIIA  (i)  to  (ix)). 

Comments 

In  the  clinical  ajiplication  of  this  method  of  F'FIR 
classification,  it  is  not  always  possible  to  identify 
visttally  all  FHR  deceleration  patterirs,  although 
with  a little  exjierience  this  caa  usually  be  done. 
Since  it  is  possible  for  mixed  FHR  patterns  to  occur, 
there  will  be  times  where  positive  F'HR  pattern 
identificatioti  catniot  be  made.  F'or  this  unusual 
situation,  we  use  a classification  entitled  “decelera- 
tion, tindetermined.” 

.Analysis  of  thousands  of  hours  of  FHR  recordings 
is  a lormidable  task,  and  a techniipie,  short  of  a 
detailed  lompnter  atialysis  of  consecutive  segments 
of  individual  F'FIR  patterns  must  be  provided. 


1 his  levised  working  classilication,  in  spite  of  its 
oln  ions  shot  tc omings,  when  used  with  (omputei 
tediniipies  for  sorting  and  lieipieiuy  (ounting  has  | 
]m)vided  a more  objective  liaikground  for  clinical  | 
evaluation  of  FHR  than  previously  available.  It 
also  serves  ;is  a lirst-step  editing  jirocess  to  direct  at- 
tention to  lertaiti  FHR  jiat terns  for  detailed  com- 
ptiter  analysis,  since  at  the  present  time  it  is  not 
feasible  to  process  entire  labors  even  with  a large 
iligital  computer.  Only  when  sjiecific  F'FIR  changes 
of  clinical  significance  are  delineated  and  clearly  de- 
fined, will  it  then  becotne  feasible  to  process  entire 
labors  lor  these  specific  changes. 

I o mechanize  the  foregoing  principles  of  FHR 
classification,  flow'  diagrams,  measuring  scales, 
definition  books  and  code  sheets  have  been  made. 
Fhese  techniipies  and  the  computer  programs  which 
have  been  written  for  hantlling  the  data  will  be 
rc|)orted  later. 

Summary 

1.  FHR  patterns  can  be  classified  on  the  basis  of 
baseline  FHR  ehanges  which  occitr  in  the  absence 
of,  or  in  between  uterine  contractions  and  periodic 
FHR  changes  which  are  associated  with  uterine 
coturactions. 

2.  Baseline  FHR  changes  are  evaluated  at  10 
minute  intervals  and  are  labeled  by  designating 
the  range  in  wdiich  the  baselitie  F'HR  is  located. 

3.  Periodic  FFIR  changes  are  classified  on  the 
basis  of  waveform  and  timing  and  are  labeled  for 
each  individual  uterine  contraction. 

-1.  W’hile  a workitig  F'FIR  classification  of  this 
type  tloes  not  provide  a detailed  numerical  analysis 
of  F'FIR  patterns,  it  is  an  important  step  towards  an 
objective  method  for  describing  atid  analyzing  FHR 
patterns. 
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CRYOGENIC  PROSTATECTOMY 

A Preliminary  Report 

Vincent  J.  Longo,  M.D. 


■ It  is  the  birthright  ol  every  human  being  to  age 
gracelully.  Too  often,  however,  the  status  of  senior 
dtizenship  carries  ’ivith  it  the  cumbersome  burden 
of  serious  disease.  Bladder  outlet  obstruction  is  a 
particularly  loathsome  infirmity  which  shortens  life 
and  makes  the  final  years  unattractive.  Thirty  years 
ago  the  mortality  from  prostatectomy  was  fifteen 
per  cent;  now  it  is  about  two  per  cent  or  less. 
But  this  still  leaves  too  large  a number  of  men  who 
are  denied  emancipation  from  the  catheter  life 
because  of  the  involved  prohibitive  surgical  risk. 
This  paper  is  a preliminary  report  on  the  manage- 
ment of  thirteen  such  elderly  poor-risk  patients  with 
advanced  prostatism  by  cryogenic  prostatectomy. 

Through  the  years,  many  physical  forces  have 
been  harnessed  as  surgical  tools:  sound,  light,  ultra- 
sonic waves,  heat,  high-frequency  heat.  Laser  sys- 
tems, cold  and  profound  cold.  The  application  of 
(hilling  as  a therapeutic  modality  was  mentioned 
in  the  Edwin  Smith  surgical  papyrus  (3500  B.C.), 
and  Homer  wrote  of  something  similar  in  the  treat- 
ment of  javelin  wounds  four  thousand  years  ago.  It 
was  known  during  Napoleon’s  time  that  amputa- 
tion of  extremities  was  less  painful  among  soldiers 
whose  limbs  had  been  overexposed  to  cold;  in  1877 
a Dr.  J.  V.  Mott  wrote  a scientific  paper  on  “medi- 
cated ice.”  Historically,  the  development  of  cryo- 
genics (Or.  kryos,  icy  cold)  was  fostered  by  such 
workers  as  Bell,  Arnott,  Bennett,  Cooke,  Bright, 
Mitchell,  Allen,  Fay,  Bigelow,  DuBois,  Hines  and 
Merryman;  in  the  past  twenty  years  significant  ad- 
vances were  made  by  Luyet  and  Gehenio,  Rey, 
Smith  and  Parkes.«  'The  recent  engineering  per- 
fection of  vacuum-insulated  equipment  plus  the 
versatility  of  such  men  as  Irving  S.  Cooper  in  nemo- 
surgery  and  Doctors  Soanes  and  Gonder  in  urology 
made  possible  the  final  breakthrough  in  clinical 
cryosurgery. 

Thus,  the  application  of  refrigerants  has  been 
suggested  in  many  fields— sometimes  experimental, 
more  or  less  successful,  not  always  universally  ac- 
ceptable—as  in  neurosurgery  (Parkinsonism  and 
other  movement  disorders,  deep-seated  brain 
tumors,  relief  of  intractable  pain,  Meniere’s  syn- 


drome, hypojihysectoniy),  urology  (benign  and 
malignant  hyperprostate,  bladder  tumors),  oph- 
thalmology (cataract  extraction,  detached  retina, 
intra-ocular  tumors,  glaucoma,  storing  frozen 
corneas),  gynecology  (cervicitis,  conception  control, 
abnormal  uterine  bleeding,  malignancies),  otorhino- 
laryngology (tonsillectomy,  tumors  of  mouth  and 
vocal  cords),  tumor  surgery  (skin,  bone,  liver,  kid- 
ney, lung,  rectum),  burn  therapy,  dental  diseases, 
preservation  of  whole  blood,  freezing  of  human  and 
other  animal  sperm  cells,  biology  (freezing  and 
thawing  of  lower  forms  of  life).  So,  it  has  recently 
Iteen  popularized  that  the  hottest  thing  in  science 
nowadays  is  coldP^ 

What  are  the  biologic  effects  of  freezing?  Folhw- 
ing  the  phase  of  supercooling,  ice  crystals  form  at 
fifteen  to  twenty  degrees  below  zero  Centigrade;  but 
all  living  tissue  exposed  to  a temperature  of  -20°C. 
or  lower  for  more  than  one  mimite  will  undergo 
necrosis.  Liquid  nitrogen,  when  subjected  to  a 
pressure  of  twenty-two  to  thirty  pounds  per  scjuare 
inch,  achieves  a temperature  of  —196°  Centigrade 
(or  -352.8°  Fahrenheit);  in  this  milieu  of  the  cold- 
est possible  cold  all  molecular  motion  ceases.  Be- 
cause of  its  unique  architecture,  the  prostate— 
within  a tight  capsule  surrounded  by  a rich  vascu- 
larity totally  independent  of  the  Idood  supply  of  the 
adjacent  bladder,  external  sphincter  and  rectum— 
lends  itself  to  total  cryodestruction.  Packed  within 
this  strong  capsule,  the  prostate  immediately  ex- 
pands 15  per  cent  in  volume  with  freezing  and 
this  additional  pressure  results  in  early  avasctdariza- 
tion;  natural  thawing  begins  about  fifteen  minutes 
after  termination  of  the  freeze. 

Fixing  tissues  exposed  to  this  frigid  domain  are 
killed  by  one  or  more  of  these  mechanisms:  1)  de- 
hydration and  toxic  concentration  of  electrolytes 
due  to  removal  of  water,  2)  crystallization  and 
rupture  of  cell  membranes,  3)  denaturization  of 
licjuid  protein  molecules  within  the  cell  structure, 
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4)  tliernial  shock  leading  to  cellular  death  and  5) 
vascidar  stasis. 

I'he  pathohjgic  ellects  o£  the  crycKlesti  uctive  pro- 
cess in  the  canine  prostate  gland  have  been  well 
documented,^  as  follows: 

Gross:  0-5  days:  swelling,  hemorrhage 

12-22  days:  prostate  size  diminished 
Mi  croscopic:  0-5  days:  immediate  necrosis; 
ghost  cell  formation;  breakdown  in  cclhdar  mem- 
branes; collection  of  nuclear  detritus;  marked 
tissue  hemorrhage 

9th  day:  fibroblastic  activity  at  periphery; 

marked  histiocytosis  with  hemosiderosis;  ghost 
outlines  of  cells 

14th  day:  necrosis;  nuclear  detritus;  hemo- 
siderin; beginning  regrowth  of  immature  tubules 
from  periphery;  advanced  fdtrosis;  stpiamous 
metaplasia;  minimal  inflammation  (unlike  the 
usual  va.scidar  infarct!) 

22nd  day:  maturation  of  glands;  modest  scar 
formation;  minimal  inflammatory  reaction 

28th  to  45th  day:  regrowth  of  tissue  with  budd- 
ing and  branching. 

1 he  muscidar  walls  of  the  largei  arteries  are  ex- 
tremely resistant  to  cold,  even  at  the  lowest  tem- 
peratures, so  that  blood  within  these  vessels  will 
thaw  and  then  continue  to  flow. 

The  reported  biochemical  effect  of  freezing  is  to 
suspend  acid  phosphatase  enzyme  activity  in  the 
prostatic  tultular  epithelial  cells. 

Equipment  And  Method 

'I  he  Linde  CE-4  cryosurgical  unit*  consists  of  a 
vacuum-insulated  litjuid  nitrogen  container  and 
leed  line,  prostatic  probe  and  assemblv  (similar  to 
a size  2fi  Fr.  urethral  sound  with  a 2y^  inch  long 
heat  exchange  chamber  and  built-in  button  guide) 
and  control  console  with  heater  for  regidating  and 
recording  temperatures.  This  recently  perfected 
ecpnpment  enables  the  operator  to  freeze  such  a cir- 
cumscribed area  as  the  prostate  gland  into  an  ice 
ball.  In  the  meantime,  the  litjuid  nitrogen  is  vapor- 
ized by  the  cqiulibrating  transfer  or  withdrawal 
ol  heat  Ironi  the  tissue  and  the  gaseous  element 
escapes  via  the  outer  portion  ol  the  cannida.  1 he 
size  of  the  prostatic  ice  ball  is  determined  by  the 
probe  freezing  surface  and  temperature,  duration 
of  contact  with  tissue  and  heat  transfer;  the  last  is 
dependent  on  the  rich  blood  supplv  and  this  acts 
as  a built-in  safetv  valve  to  forestall  over-freezing. 

* Manufacuirccl  by  Ibiion  Claibide  Coio..  Linde  Division. 


Before  the  patient  enters  the  operating  room  a 
preliminary  mock  test  run  is  made  to  insure  that 
all  systems  are  A-OK  and,  most  importantly,  to 
prime  the  feed  line.  With  the  subject  in  lithotomy 
position  under  low  saddle  block  or  spinal  anesthesia 
(iho  it’s  possible  to  perform  this  operation  with 
local  topical  anesthesia),  direct-vision  cystourethro- 
scopic  examination  is  effected;  perineal  needle  bi- 
opsy may  be  done.  I'he  cryogenic  probe  is  intro- 
duced, positioned  and  frost-fixed  after  filling  the 
bladder  with  air,  the  latter  insulating  the  vesical 
walls  from  the  freeze  tip;  a K14B  film  confirms  the 
air  cystogram  and  probe  position.  Novvb  that  tissue 
lohich  is  cooled  the  fastest  is  most  completely  de- 
stroyed therefore,  rajtid  freeze  to  — 16()°C.  or 
hnver  is  effected.  Throughout  this  operation  ther- 
mocouples monitor  the  rectal  wall  and  prostatic 
lobe  temperatures;  a finger  is  ke]3t  continuously  in 
the  rectum  to  ajjply  avascularizing  digital  counter- 
juessure  against  the  asymmetrically  prominent 
jjarts  of  the  prostate  and,  more  important,  to  ascer- 
tain that  the  rectal  wall  remains  freely  moveable.  .\t 
the  conclusion  of  the  freeze  (average  time  8 minutes, 
with  range  of  3-.S0  to  achieve  prostatic  tissue  tem- 
perature of  — 20°C.)  rajiid  warming  is  carried  out 
within  two  minutes  and  No.  18  Fr.  Foley  catheter 
drainage  is  instituted  and  maintained  for  one  week. 

Cryogenic  prostatectomy  is  thus  particularly  suit- 
able for  the  poor-risk  patient  who  may  have  ad- 
vanced jjrostatic  malignancy  or  bleeding  disorder 
because  there  is  less  need  for  prolonged  anesthesia, 
minimal  blood  loss,  little  postoperative  pain  and 
moil)idity  and  an  acceptably  low  mortality.  I’he  ap- 
plication of  cold  has  certain  obvious  advantages:  it 
is,  in  itself,  anesthetic  as  well  as  hemostatic;  its  ac- 
tion is  predictable,  controllable  and  reversiltle  in 
certain  temperature  ranges;  despite  its  fantastically 
destructive  action,  it  is  very  well  tolerated. 

What,  then,  are  the  disadvantages?  The  most 
significant  is  a tendency  toward  prolonged  catheter 
drainage  with  occasional  difficidty  in  the  manage- 
ment of  tissue  slough;  this  may  require  transurethral 
instrumental  removal.  1 he  amount  of  slough  is  pro- 
portional to  the  abundance  ol  non-glandular  hbro- 
muscular  stroma,  since  the  adenomatous  glandular 
tissue  itself  licpiefies  cpiite  readily.  collagen  sol- 
vent will  hopefidly  obviate  this  problem  in  the 
future. 

Report  Of  Cases 

I here  were  13  patients  in  this  small,  shoit-terni  series  and 
the  average  age  was  77  years  (youngest.  66;  oldest,  86)  ; the 
lit. St  was  operated  in  .Septemiter,  1966  and  the  most  recent  in 
mid-Fehrnary,  1967.  Ihcre  was  one  postoperative  death: 
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a 75  year-old  man  who  had  been  denied  cryosurgery  on  two 
earlier  hospitalizations  in  the  previous  seven  months  because 
of  cardiac  and  renal  insufficiency  died  suddenly  on  the  day 
after  operation;  the  probable  cause  of  death  was  myocardial 
infarct  (no  autopsy  obtained). 

All  patients  underwent  preliminary  medical  evaluation; 
the  average  hospital  stay  after  cryoproslatectomy  was  12  days. 
Ten  of  the  13  patients  required  catheter  drainage  on  ad- 
mission to  hospital  for  relief  of  complete  obstruction  (one 
86  year-old  patient  had  worn  a catheter  for  two  years  and 
nine  months  prior  to  operation)  . Three  of  the  thirteen 
developed  transient  azotemia  postoperatively  (all  3 had 
required  catheter  drainage  before  admission  for  relief  of 
renal  insufficiency)  . 

The  serum  acid  and  alkaline  phosphatase  levels  were  deter- 
mined preoperatively  and  for  three  consecutive  days  after 
freeze.  In  all  cases  but  one  the  acid  phosphatase  rose  sharply 
within  a day  or  two  after  cryosurgery  and  then  cjuickly  re- 
ttirned  to  normal;  the  alkaline  phosphatase  was  not  ahected. 
The  serum  LDH  activity  was  increased  in  all  patients  post- 
operatively, as  expected.  Four  men  had  fever  (temperature 
higher  than  100.5  degrees)  after  the  procedure. 

The  most  distressing  complication  was  Gram-negative  sep- 
ticemia in  three  patients,  on  the  1st,  4th  and  28th  days 
after  operation;  all  men  had  had  positive  urine  cultures 
before  the  freeze  (one  of  the  three  had  never  been 
catheterized)  and  the  blood  cultures  yielded  the  same  organ- 
ism (E.  coli,  enterococcus)  . The  patients  in  this  series  with 
this  particular  complication  were  not  critically  ill.  despite 
the  potential  seriousness  of  the  event;  fortunately,  all  three 
episodes  were  short-lived  and  the  men  recovered  promptly 
without  recourse  to  heroic  measures.  Five  of  the  patients 
recjuired  re  insertion  of  the  catheter  for  further  drainage 
and  lavage  of  necrotic  debris. 

The  average  duration  of  freeze  at  —160°  C.  or  lower  was 
IO1/2  minutes.  Four  of  the  13  patients  had  histologically 
proven  advanced  carcinoma  of  the  prostate.  The  size  of  the 
prostate  was  graded  as  follows  (clinical  and  endoscopic 
evaluation);  four-plus  in  2 (carcinoma  with  local  extension)  , 
three-plus  in  6,  two-plus  in  3 and  one-plus  in  2.  Two  of 
the  men  required  transurethral  removal  of  necrotic  tissue, 
one  at  4 and  another  at  7 weeks  after  operation. 

There  have  been  no  stricttires  or  contractiues  to  date; 
pyuria  has  persisted  for  two  to  three  months.  None  of  the 
patients  developed  epididymitis,  incontinence,  rectal  com- 
plications, bladder  perforation,  penile  edema,  osteitis  pubis 
or  postoperative  hemorrhage;  no  blood  transfusions  were 
necessary. 

One  patient  with  carcinoma  underwent  needle  prostatic 
biopsy  seven  weeks  after  opetation;  this  yielded  necrotic 

tissue  only.  "It  has  been  suggested  that  the  remnants  of 

tumor  left  after  freezing  and  thawing  may  produce  an 

immunizing  agent  or  autovaccine  that  might  be  ellective 
against  further  cancer  growth  in  the  patient;  immunologic 
studies  investigating  this  possibility  are  currently  under 

way. ”2  At  the  same  time,  changes  in  the  denaturization  of 


human  tissue  might  cause  a foreign  protein  type  of  reaction;io 
therefore,  until  more  information  is  available  regarding 
immune  responses,  cryogenic  ablative  surgery  must  not  be 
repeated  in  the  same  patient. 

Summary  And  Conclusions 

llie  history  and  development  of  cryogenic  surgery 
are  reviewed  and  the  pathologic  findings  sum- 
marized; the  ecpiipment  and  technic  are  described. 

A preliminary  report  of  thirteen  cases  is  presented. 
Cryogenic  prostatectomy  is  an  acceptable  method 
for  relief  of  bladder  outlet  obstruction  and  seems  to 
be  particularly  suitable  for  the  poor-risk  patient 
who  may  have  advanced  prostatic  malignancy  or 
bleeding  disorder. 

Addendum  And  Comment 

Since  submission  of  this  report,  ten  more  cryo- 
genic prostatectomies  have  been  performed,  bring- 
ing the  total  number  in  the  series  to  twenty-three 
(as  of  October  17,  1967). 

To  reiterate,  in  this  series  cryogenic  prostatec- 
tomy has  been  ijerformed  exclusively  in  poor-risk 
jjatients  who  could  not  tolerate  a more  formidable 
procedure  for  relief  of  bladder  outlet  obstruction. 
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THANKSGIVING  DAY 

Four  wiki  turkeys  played  an  important  part  in  the  Plymouth  Colony’s  celebration  346  yeais  ago 
when  Governor  William  Bradford  proclaimed  a day  of  ihanksgiving  for  surviving  and  recoveiing 
from  a winter  of  privation.  After  the  Revolutionary  War  the  first  nationaf  Thanksgiving  Day,  pro- 
claimed by  President  Washington,  was  on  November  26,  1789.  In  1863  with  preservation  of  the 
pinion  in  sight,  Abraham  Lincoln  revived  Thanksgiving  Day.  There  have  been  threats  to  secur- 
ily,  threats  to  independence,  threats  to  the  dignity  of  the  individual.  The  challenge  has  been  met 
aggressively,  and  later  appreciation  for  the  stumbling  awkward  accomplishment  has  been  forth- 
coming. 

Let  thanks  be  given  today  in  1967  when  each  person  can  assert  his  individuality.  He  can  hire 
whoever  will  work  for  him.  He  can  work  for  whoever  will  hire  him.  He  can  buy  bread  at  one  stoie 
and  his  neighbor  can  at  another,  or  vice  versa.  He  can  select  his  own  physician  and  hospital  under 
a system  of  medical  care  unexcelled  in  the  world.  He  can  resist  the  trend  toward  centralization  of 
control,  toward  the  stiBing  of  initiative  by  the  domination  of  bureaucracy.  The  socialistic  ele- 
ments in  otir  government  demonstrate  utter  disregard  for  actual  tax  costs  and  scant  concern  or 
the  true  needs'of  the  public.  The  political  effect  seems  more  important  than  the  socio-environment- 
al  result.  This  does  not  mean  that  government  cannot  be  helpful  and  assume  a proper  burden  in 
the  care  of  the  public,  including  the  health  care. 

Truly  a deep  canyon  lies  between  its  diametric  actions  and  contradictions.  On  the  no«h  nm 
is  heard  the  bleating  cry  for  more  practicing  physicians  and  nurses  and  schools  to  tram  them.  T re 
south  rim  resounds  with  the  hawking  of  multitudinous  and  opulent  grants  for  research  and  plan- 
nine.”  These  may  divert  some  physicians  from  practice  to  the  laboratory.  They  certainly  help 
support  some  medical  schools  and  accentuate  the  precept-already  over-weighted-that  students 
sho'ild  enter  investigative  or  at  least  academic  medicine.  Scholarships  are  oflerecl  practicing  nurses 
to  seek  Ph.D.  degrees.  Doctors  and  nurses  are  thus  diverted  from  patient  care.  The  Heart,  Cancer 
and  Stroke  law  was  destined  to  concentrate  knowledge-and  patients-in  a few  centers  Fortunate- 
ly efforts  by  the  AMA  reversed  the  direction,  steering  education  to  the  practicing  physician  foi 

the  patient  locally. 

The  tmme  looks  Ijrighter.  The  Yale  medical  students  have  heen  introduced  to  the  subject  oE 
-Federal  Government  and  the  Physician”  in  a ten-lecture  course.  I trust  the  few  voc.ferous  ad- 
vocates  of  eoverinnem  subsidy  and  control  do  not  represent  all  the  medical  students.  But  at  leas 
thev  are  tinnkint;.  Students  elsewhere  have  spent  su.nmeis  imprming  care  m the  ghettos  and 
savouring  tlie  sweet-and-sour  taste  of  practice.  Even  in  England,  where  our  forerunners  tini- 
versaliradon  o£  welfare  services"  has  wrought  financial  havoc,  a recent  poll  reported  by  the  In- 
stitute of  Economic  Affairs  indicates  that  96  per  cent  of  the  British  prefer  to  select  Iheir  own 
doctor  How  open  are  our  eyes-physicians  and  public  alike-to  the  trends,  problems  and  la, lures 
in  other  countries?  How  alert  are  we  to  each  small  i.isinuation  of  the  ternmes  m our  own  house? 
Will  we  Americans  in  our  generation  meet  our  tlueats  and  challenges  aggressively  and  effectively 
block  the  inroad  of  government  into  the  practice  of  medicine? 

Let  us  work  among  ourselves,  or  wif/t  government-certainly  not  for  it-in  the  best  interest  of 

our  patients.  And  for  this  privilege  let  us  be  thanklul. 

E.  Tremain  Bradley,  m.d. 
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FROM  THE  GENERAL  MANAGER’S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards^  m.d.,  General  Manager 
160  St.  Ronan  Street,  New  Haven,  Conn. 
Telephone  865  0587 


Josephine  P.  Lindquist 
Assistant  to  General  Manager 


CALL 

SEMI-ANNUAL  MEETING  OF  THE  HOUSE  OF  DELEGATES 


The  1967  Semi-Annual  Meeting  of  the  House  of  Delegates  will  be  held  at  the  Holiday  Inn, 
404  Bridge  Street,  Groton,  commencing  at  2:00  o'clock  in  the  afternoon  of  Wednesday,  Decem- 
ber 13. 

E.  Tremain  Bradley,  President 

Kenneth  F.  Brandon,  Speaker  of  the  House 

Charles  Polivy,  Secretary 


INTRODUCTION  OF  RESOLUTIONS 

.‘\rtide  V,  Section  12,  Par.  3 of  the  Bylaws  of  the  Society  Provides  that: 

All  resolutions  to  be  considered  as  regular  business  at  any  regular  meeting  of  the  House  of  Delegates  must  be  in  the 
hands  of  the  Speaker  not  later  than  seventy-two  hours  before  the  opening  of  that  meeting.  All  resolutions  and  recommen- 
dations published  in  the  official  agenda  distributed  to  the  members  of  the  House  prior  to  the  meeting  at  which  action 
is  to  be  taken  shall  be  considered  as  regular  business.  Resolutions  presented  later  than  seventy-two  hours  before  the  open- 
ing of  a meeting  will  be  referred  for  consideration  as  regular  business  by  the  House  only  when  they  are  presented  by 
the  Council  or  accepted  for  consideration  by  majority  vote  of  the  delegates  present.  Any  resolution  which  does  not 
qualify  in  accordance  with  the  aforesaid  provisions  for  consideration  as  regular  business  may  be  accepted  for  action  by 
a majority  vote  of  the  delegates  present  and,  if  so  accepted,  shall  be  referred  at  once  by  the  Speaker  to  a reference  com- 
mittee. Any  such  reference  committee  shall  consider  resolutions  referred  to  it  and  shall  report,  with  recommendations  to 
the  House  before  adjournment  of  the  meeting. 


PROPOSED  AMENDMENTS  TO  THE  BYLAWS 

The  following  proposed  amendments  to  the  Bylaws  were  presented  to  the  House  of  Dele- 
gates on  April  25,  1967  and  were  tabled  for  consideration  and  action  at  the  next  regular 
meeting  of  the  House  of  Delegates. 

In  accordance  with  the  Bylaws,  these  amendments  will  be  published  in  Connecticut  Medicine, 
"on  one  or  more  occasions  prior  to  the  next  meeting  ...  at  which  meeting  the  amendment 


shall  be  taken  off  the  table  and  acted  upon  by 

INTRODUCED  BY  THE  COUNCIL 

RE:  ESTABLISHMENT  OE  A JUDICIAL  COM- 
.MITTEE  AND  OUTLINING  PROCEDURES 
PERTAINING  TO  SAME. 

PROPOSED  A M E N D M E N T 
-Article  VII— The  Council. 

Section  1.  Powers  and  Duties. 

Par.  ‘1.  Censorshij):  T’he  Judicial  Committee 
shall  be  the  Board  of  Censors  of  the  Society.  All 
questions  of  an  ethical  nature  brought  before  the 
House  of  Delegates  or  a general  meeting  shall  be  re- 
ferred to  the  Judicial  Committee  without  discussion. 
It  shall  hear  and  decide  all  questions  of  discipline 
affecting  the  conduct  of  members  of  conqjonent 


the  House  of  Delegates." 

associations  on  which  an  appeal  is  taken,  and  its  de- 
cision in  all  such  matters  shall  be  final. 

The  Judicial  Committee  shall  serve  as  a board  of 
review  from  cases  of  claimed  malpractice  referred 
to  it  by  the  committee  on  medical  ethics  and  de- 
portment of  any  comjionent  county  associations. 

PRESENT  BY  LA  W 
Article  ITl—The  Council. 

Section  /.  Powers  and  Duties 
Par.  4— Censorship. 

“The  Council  shall  be  the  Board  of  Censors  of 
the  Society.  It  shall  consider  all  questions  involvmg 
the  rights  and  standing  of  members  in  relation  to 
other  members,  to  the  component  associations,  or  to 
this  Society.  In  addition,  all  questions  of  an  ethical 
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nature  brought  before  the  House  of  Delegates  or  a 
general  ineeting,  shall  be  referred  to  the  Council 
without  discussion.  It  shall  hear  and  decide  all  cjues- 
tions  of  discipline  affecting  the  conduct  of  mem- 
bers of  component  associations  on  which  an  appeal 
IS  taken,  but  only  on  questions  of  law  and  procedure 
and  not  on  facts  and  its  decision  on  all  such  matters 
will  he  final. 

(a)  The  Council  shall  consider  only  the  records  of 
the  component  medical  association  in  the  pro- 
ceedings involved. 

(b)  It  shall  determine  that  the  record  available  to 
them  is  material  and  sufficient  to  support  the  find- 
ings which  the  component  medical  association 
reached. 

(c)  If  determining  that  the  above  procedure  xvas 
correct,  it  shall  make  its  findings  known  to  the  ap- 
pellant. 

(d)  If,  however,  finding  that  the  procedure  was 
not  material  or  sufficient,  it  shall  remand  the  case  to 
the  component  medical  association  and  ask  for  a 
new  hearing. 

(e)  No  appeal  shall  be  considered  or  reviewed 
until  such  time  as  the  component  medical  associa- 
tion has  made  its  decision  as  to  the  facts  in  the  case. 

The  Coimcil  shall  also  serve  as  a board  of  review 
for  cases  of  claimed  malpractice  referred  to  it  by  the 
committee  on  medical  ethics  and  deportment  of 
any  component  county  association.” 

PROPOSED  AMENDMENTS 
Article  X— Committees  of  the  Council. 

Section  1.  No  change. 

Section  2.  Standing  Committees  of  the  Council. 

Par.  1.  Outline 

Change  “A  Committee  on  Preliminary  Study  of 
Censorship  Questions”  to  read  “A  Judicial  Com- 
mittee” 

Par.  2.  Membership.  The  members  of  all  stand- 
ing committees  of  the  Council  shall  be  discharged 
automatically  upon  the  adjournment  of  the  an- 
nual meeting  of  the  House  of  Delegates  follow- 
ing their  election  except  for  the  Judicial  Com- 
mittee. 

Par.  7.  Committee  on  Preliminary  Study  of  Cen- 
sorship Questions  (delete  and  insert  the  follow- 
ing:) 

Par.  7.  Judicial  Committee 

a.  Composition.  The  Judicial  Committee  shall 
consist  of  twelve  members  of  the  Society.  Each 
must  have  been  a member  of  the  Society  for  10 
years  and  have  served  as  an  officer  of  the  Society  or 
of  a component  association.  Initially,  the  Council 
shall  elect  one  member  from  each  component 
association  and  four  members-at-large  each  to 


serve  until  his  seat  is  filled  by  Council  election  in 
one,  two,  three,  or  four  years.  Annually,  there- 
after, the  Council  shall  elect  one  member  from 
each  of  two  component  associations  in  quadren- 
nial rotation,  and  one  member-at-large,  each  to 
serve  a four  year  term.  No  member  shall  serve 
more  than  two  consecutive  terms.  The  Council 
shall  appoint  the  Chairman  for  a term  of  two 
years  but  shall  not  reappoint  the  same  Chairman 
more  than  twice  in  succession. 

b.  Jurisdiction:  The  judicial  power  of  CSMS 
shall  be  vested  in  the  Judicial  Committee,  with 
jurisdiction  over  all  members  of  the  CSMS,  act- 
ing within  its  functions.  Its  decision  shall  be  final 
and  binding,  except  that  members  of  the  AMA 
shall  have  those  rights  of  AMA  members.  In  case 
of  appeal  to  the  AMA,  any  decision  shall  be 
stayed  until  such  procedures  have  been  exhausted 
according  to  the  AMA  Constitution. 

c.  (1)  Functions:  To  interpret  all  questions  of 
medical  ethics.  The  Judicial  Committee  may 
study  and  render  an  opinion  when  indicated  on 
any  question  referred  to  it  from  the  Council  or 
from  any  other  responsible  source  on  its  own 
motion  involving  the  rights,  standing,  or  obliga- 
tions of  members  in  relation  to  other  members  or 
to  the  component  association  or  to  the  Society 
or  any  subdivision  thereof,  or  on  any  question  of 
an  ethical  nature  or  affecting  the  good  name  of 
the  profession,  or  on  any  appeal  of  a question  of 
discipline  affecting  the  concluct  of  a member  of 
a component  association,  or  on  any  litigation  aris- 
ing out  of  a physician’s  practice.  Its  opinions  shall 
be  binding  on  the  parties  concerned  and  specific 
problem  considered,  but  shall  be  considered  only 
as  a presumption  of  the  Society,  binding  on  all 
members  only  when  endorsed  by  the  Council  and 
jDublished  in  ‘‘Connecticut  Meclicine”.  The  Judi- 
cial Committee  may  use  its  judgment  whether  or 
not  to  request  such  endorsement  from  the  Coun- 
cil. 

(2)  To  interpret  the  Constitution  (Charter),  By- 
laws and  Rules  of  CSMS  and  the  component 
county  associations:  to  decide  any  dispute  or  ques- 
tions between  the  CSAIS  and  county  association, 
or  between  county  associations. 

(3)  Investigating  Jury:  The  Judicial  Committee, 
acting  on  its  own  motion  or  on  request  from  any 
responsible  source,  may  request  the  President  to 
appoint  a jury  to  investigate  and  report  on  any 
complaint  or  condition  in  the  state  of  greater  than 
local  concern  affecting  the  profession  as  a whole. 
If  the  jury  finds  that  there  is  probable  cause  for 
action,  it  shall  so  state.  The  President  shall  in 
turn  submit  the  report  to  the  Judicial  Committee. 
If  it  agrees  that  there  is  need  for  action,  it  shall 
first  request  the  county  medical  society  having 
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Jin isdiclion  to  lake  appropriate  action  and  to 
submit  a report  ot  the  facts  ionnd  and  the  action 
t;iken.  The  Judicial  Committee  may  act  in  its  aji- 
pellate  function  as  to  :iny  action  taken  liy  the 
county  in  the  matter. 

(1)  The  judicial  Committee  shall  represent  the 
Society  on  the  Physician-Hospital  Mediation 
panel.  The  chairman  may  apjioint  an  ad  hoc  sub- 
committee of  three  members,  who  shall  be  im- 
partial as  to  subject  matter,  persons  involved  and 
other  jnejudicial  factors,  to  assist  in  resolving 
disagreements  inrolving  members  of  the  Society 
when  those  procedures  recommended  by  the  Joint 
Commission  on  .Vccreditation  of  Hospitals  have 
failed. 

(5)  I’he  Judicial  Committee  shall  render  an  an- 
nual report  to  the  Council  including  its  actions, 
opinions,  and  recommendations  and  shall  make 
such  interim  reports  as  it  desires  or  as  are  re- 
cpiested  by  the  Council.  Such  reports  shall  be 
available  to  members  of  CSMS. 

d.  Procedure:  A majority  shall  constitute  a 

cpiorum.  The  Committee  shall  meet  at  least  bi- 
monthly. The  President  shall  fill  any  vacancy. 
The  Committee,  in  any  ethical  problem,  which  in 
its  judgment  transcends  medical  ethics,  may  in- 
vite discussants  and  participants,  lay  as  well  as 
medical. 

PRESENT  BYLAW 

P.AR.  7.  Committee  on  Preliminary  Sn dv  of 
Censorship  (,)uestions.  JVJien  the  Council  receives 
a question  involving  the  rights  and  standings  of 
meinbers,  in  relation  to  other  members  or  to  the 
component  associations  or  to  The  Society,  or  when 
a question  of  an  ethical  nature  is  referred  to  the 
Council  from  the  House  of  Delegates,  or  xohen  ati 
appeal  is  taken  to  the  Council  on  a question  of 
discipline  affectiiig  the  condxict  of  members  of  co?n- 
ponent  associations,  or  when  a case  of  claimed 
malpractice  is  referred  to  the  Council  by  the  com- 
mittee on  inedical  ethics  and  deportment  of  a com- 
ponent association,  the  Council  shall  elect  a Com- 
mittee on  Preliminary  Study  of  Censorship  Ques- 
tions which  shall  study  and  review  such  question 
or  appeal  or  claimed  malpractice  case  and  shall  re- 
port its  findings  and  recommendations  to  the  Coun- 
cil. Once  such  committee  is  elected,  it  shall  serx’e  ns 
a standing  committee  of  the  Council. 

P R O P C3 S E I)  A M E N I ) M E N r 
■Article  XIV— Component  -Association 
Section  7.  Discipline 
Par.  1.  -Appeal 

Any  member  of  the  Society  aggrieved  by  disciplinary 
action  of  the  component  association  of  which  he  is 


a member  shall  have  the  right  of  appeal  to  the 
Judicial  Ciommittee  of  the  Society,  which  shall  re- 
\ ieiv  the  pioceedings  and  render  :i  decision  concern- 
ing the  diseijilinary  action  taken;  this  shall  be  final, 
in  its  jurisdiction,  except  that  members  of  the 
-American  Medical  Association  may  appeal  to  the 
Judicial  Council  of  the  AM-A. 

Par.  2.  Procedure 

Proceduie:  -An  appeal  shall  be  in  writing,  signed 
by  the  appellant.  1 he  apjrellant  must  send  (within 
ten  (10)  days  ol  notice  of  the  decision)  a cojiy  of  his 
intent  to  appeal  to  the  Secretary  of  his  -Association, 
and  to  the  Ceneial  Manager  of  the  -Society  rvho  shall 
immediately  notify  the  Chairman  of  the  Judicial 
Committee.  1 he  County  .Association  shall  then  pre- 
pare a concise  summary  of  the  case,  giving  the 
charges,  the  relevant  facts  found  in  the  hearing,  and 
the  principle  of  ethics  of  which  the  accused  was 
found  guilty  of  violating.  It  shall  send  a copy  to  the 
appellant  and  to  the  Judicial  Committee  within 
thirty  (.80)  days  of  the  appellant’s  letter  of  intent  to 
appeal.  I he  appellant  shall  send  a copy  of  his  brief 
to  the  Cieneral  Manager  for  the  Judicial  Committee, 
and  to  the  Secretary  of  his  -Association;  specifying 
the  procedures,  findings  of  fact,  conclusions  or  dis- 
cijilinary  action  or  any  jiart  thereof  that  is  ques- 
tioned or  challengeil  within  thirty  (30)  days  of  the 
date  the  County  -Association  has  sent  a copy  of  its 
summary  to  him.  -All  unchallenged  evidence  or  mat- 
ter material  to  the  charges  in  the  proceedings  shall 
lie  presumed  to  be  accejited  and  admitted  as  factual. 
On  reipiest  by  the  Judicial  Committee  the  Associa- 
tion shall  furnish  all  records  (or  copies)  of  the  pro- 
ceedings and  other  pertinent  material.  .Such  records 
shall  be  made  available  to  the  defendant.  The  Com- 
mittee may  remand  either  brief  to  the  appropriate 
party  with  instructions. 

The  filing  of  an  appeal  shall  automatically  stay 
the  execution  of  the  original  decision  until  all  the 
appeals  including  one  to  the  -AM-A,  shall  have  been 
acted  upon.  -Appeals  to  the  -AM-A  must  be  made  in 
ticcordance  with  their  rules. 

The  Judicial  Committee  may  restrict  itself  to  the 
issues  raised  in  the  briefs  and  make  its  decision 
thereon.  But  if  either  party  retpiests  to  appear  in 
jterson,  both  parties  shall  be  invited  to  appear  be- 
fore the  Judicial  Committee  after  proper  notice,  not 
le,ss  than  ten  (lU)  nor  more  than  thirty  (30)  days. 
Each  party  shall  be  entitled,  upon  ajtplication  and 
for  cause  shown,  to  reasonable  adjournment  of  such 
a hearing. 

I'he  Judicial  Committee  may  limit  the  proceed- 
ings to  the  oral  argument,  relevant  and  supple- 
mentary to  their  briefs,  allotting  thirty  (30)  minutes 
for  each  party,  or  may  extend  the  hearing  on  request 
or  on  its  own  initiative,  by  majority  vote,  as  long  as 
nece.ssary  to  insure  that  its  verdict  is  just  and  fair. 
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It  shall  not  be  the  purpose  of  the  Judicial  Com- 
mittee to  re-try  the  case  but  rather  to  determine  that 
the  hearing  by  the  county  was  fair.  It  shall  have  ap- 
pellate jurisdiction  in  questions  of  law  and  pro- 
cedure, only  setting  aside  questions  of  fact  when,  in 
its  opinion,  such  findings  are  not  supported  by  a 
preponderance  of  evidence.  Under  exceptional  cir- 
cumstances and  at  its  own  discretion,  the  Com- 
mittee may  call  up  witnesses  and  elicit  such  testi- 
mony as  may  be  considered  necessary  to  arrive  at  a 
fair  and  considered  judgment.  It  may  remand  the 
case  to  the  Association  with  instructions  whenever 
or  for  any  part  of  the  proceedings  it  decides  ne- 
cessary. 

The  Committee  is  authorized  to  use  legal  counsel. 
The  defendant  may  be  represented  by  a member  of 
the  Society  and/or  be  accompanied  by  legal  counsel 
who  may  advise  but  not  participate  in  the  proceed- 
ings. The  defendant  may  enter  objections  in  the 
course  of  the  proceedings.  The  appellant  may  be 
assisted  in  preparing  his  brief  and  appeal.  The 
Committee  shall  not  be  bound  by  legal  rules  of  evi- 
dence. 

The  members  of  the  Judicial  Committee  shall  be 
impartial  to  the  parties  and  to  the  substance  of  the 
charges.  If  anyone  shall  disqualify  himself  or  be  dis- 
qualified for  cause  on  challenge,  the  President  of 
the  Society  shall  appoint  a substitute. 

If  either  party  shall  refuse  to  cooperate  or  fail  to 
appear  without  cause,  acceptable  to  the  Committee, 
the  Committee  may  proceed,  dismiss,  or  decide  the 
case.  The  Committee  may  request  any  member  of 
the  Society  to  appear  and  answer  reasonable  ques- 
tions; refusal  or  failure  without  cause  acceptable  to 
the  Committee  to  cooperate  shall  be  considered 
unprofessional  conduct. 

The  Judicial  Committee  shall  decide  by  written 
ballot.  Only  those  present  throughout  the  hearing 
shall  vote;  a majority  shall  be  necessary  to  overrule 
the  County.  It  shall  vote  first  on  the  decision  as 
to  guilt;  then  as  to  the  penalty.  It  may  affirm  or 
reverse  the  verdict,  and  modify  the  penalty  or  make 
such  other  disposition  as  it  deems  proper.  It  shall 
notify  the  parties  of  its  decision  by  registered  mail 
within  ten  (10)  days  of  completion  of  the  hearing. 

Any  member  of  the  Society,  in  any  proceeding 
before  any  committee  or  association  of  the  Society 
or  component  thereof,  which  is  disciplinary  in 
character  or  might  reflect  in  any  manner  on  his 
honor  or  reputation  as  a physician  or  person,  shall 
be  entitled  to  the  following  principles  of  fairness 
and  procedure,  reasonably  detailed  in  practice: 
notice,  written  charges,  a hearing  before  an  im- 
partial tribunal,  the  right  to  be  present  throughout 
the  hearing,  to  reasonably  cross-examine  witnesses, 
to  present  witnesses  and  other  reasonable  means  to 


defend  himself,  the  right  to  be  represented  by  a 
medical  colleague  and  to  be  advised  by  legal  coun- 
sel. The  Judicial  Committee  of  the  Society  shall  re- 
quire, in  any  appeal,  that  the  previous  proceedings 
have  been  conducted  in  a manner  consistent  with 
the  principles  of  justice  herein  above  expressed. 

All  dates  shall  be  considered  post-dates. 

The  Judicial  Committee  shall  complete  an  appeal 
and  notify  the  parties  within  four  (4)  months  of  the 
appellant’s  letter  of  intent  to  appeal. 

PRESENT  BYLAW 

Section  7.  Discipline 

Any  member  of  a component  association  who  is 
aggrieved  by  disciplinary  action  of  the  component 
association  of  which  he  is  a member  shall  have  the 
privilege  of  appealing  to  the  Council  of  the  Society 
luhich  shall  revieiv  the  charges  jnade  against  the 
disciplined  member  and  the  pndings  therein  and 
render  a decision  concerning  the  disciplinary  action 
taken;  this  shall  be  final. 


SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 
Thursday,  September  14, 1967 
I.  Attendance 

Present  in  addition  to  the  Chairman,  Dr.  Stevens 
J.  Martin,  were:  Drs.  Biadley,  Gardner,  Grendon, 
Polivy,  Brandon,  M.  Gaplan,  Fabro,  Hess,  Rogol, 
Cramer,  Abbot,  Spitz,  Johnson,  Pelz  and  Roch. 
Also  present  were:  Mrs.  Lindquist,  Mr.  Villano, 
Mr.  Norbeck  (AMA),  Dr.  Thayer  (Chairman 
of  Committee  on  State  Blood  Bank)  and  Dr. 
Richards.  Absent  were:  Drs.  H.  Caplan,  Egan, 
Hastings,  Shepard,  Ayres,  Nolan,  Jacobson,  Jr., 
Grant,  Petrie,  Wilson  and  Palomba. 

II.  Routine  Business 

Life  Memberships 

It  was  VOTED  to  approve  applications  for  Life 
Membership  received  from  the  following  eligible 
Active  Members: 

Mary  Adams,  Port  Chester,  New  York  (FCMA) 
-1967 

Norton  Canfield,  St.  Croix,  Virgin  Islands 
(NHCMA)-1968 

Michael  A.  Conroy,  Meriden  (NHCMA)— 1967 
Harold  A.  Flynn,  New  Haven  (NHCMA)— 1968 

Date  Of  Next  Meeting 

The  next  Council  meeting  is  scheduled  foi 
Wednesday,  October  18,  1967. 
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III.  Old,  New  And  Special  Business 

Date  And  Site  Of  1967  Semi-Annual  Meeting, 

House  Of  Delegates 

It  was  VOTED  to  accept,  tentatively,  the  invita- 
tion ol  the  FCMA  Conncilor  to  hold  the  semi- 
annual meeting  ol'  the  House  of  Delegates  in  Fair- 
Held  Coimtv  in  December,  unless  the  New  London 
Association  elected  to  ask  that  the  meeting  be  held 
in  its  area.  Such  an  invitation  has  since  been  re- 
ceived from  the  officers  of  NLCMA,  atid  the  meet- 
itig  of  the  House  will  be  arranged  for  December  13, 
at  (iroton,  Cionnecticut. 

New  Format  for  1968  Annual  Meeting 

On  July  26,  tbe  Coitticil  approved  an  “outline” 
for  the  1968  Annual  Meeting  of  the  House  of 
Delegates  and  Scientific  Assembly.  At  this  meeting, 
it  w:is  V'Ol’FD  to  approve  the  detailed  format  and 
scheduling  for  the  three-day  .session  at  the  Hartford 
Hilton  Hotel,  Hartford.  A motion  (introduced  by 
the  board  of  Directors  of  HCMA)  to  have  the 
Council  reconsider  its  July  26  decision  re  spreading 
the  meeting  of  the  House  of  Delegates  over  two 
days  was  lost. 

It  was  further  VOITD  to  inform  the  officers  of 
the  coni])onent  county  medical  associations  of  the 
changes  in  plans  from  prior  years,  and  to  urge  their 
cooperation  and  that  of  their  Delegates  to  CfSM.S 
in  giving  the  new  format  full  opportunity  to  prove 
its  merits. 

Resignation— Vice-Speaker  Of  House  Of  Delegates 

It  was  VOl’FD  to  accept,  with  regret,  and  thanks 
for  jnevions  service,  the  resignation  of  Henry  Cap- 
lan,  Vale.sville,  as  Vice-Speaker  of  the  House  of 
Delegates.  It  was  further  VOTED  to  appoint  Frank 
K.  .-\bbot,  Waterbury,  to  replace  Dr.  Caplan  in  this 
jjost  for  tlie  balance  of  the  1967-68  term,  such  ap- 
pointment to  be  transmitted  to  the  House  of 
Delegates  in  December  for  confirmation. 

It  was  lurther  V'O'FFD  to  acceiit  Dr.  Caplan’s 
resignation  as  a member  of  the  following  commit- 
tees: (iommittee  on  Hospitals,  Committee  on  Pub- 
lications, ,\dvisory  Committee  to  State  Commis- 
sioners of  Welfare,  Finance  and  Control,  Conncil’s 
Committee  on  Preliminary  Study  of  Censorship 
Questions.  Advisory  Committee  (to  State  Flealth 
Dept.)  on  Cardiovascular  Diseases,  and  the  CSMS 
Panel  for  Physician-Hospital  Mediation.  Fhe  New 
Haven  Association  will  be  requested  to  furnish  a re- 
placement on  the  last-named  Panel. 

Report— Committee  On  National  Legislation 

It  was  VOTED  to  accept,  with  commendation,  a 
report  submitted  by  the  Committee  on  National 


Legislation  on  the  Jnly  expedition  which  five  mem- 
bers of  the  Committee  made  to  ^Vashington,  D.C.  to 
visit  with  the  Senators  and  Representatives  from 
Connecticut  in  the  90th  Congress.  In  general,  the 
members  who  went  felt  that  the  visits  were  re- 
warding bilaterally  and  that  they  should  be  re- 
peated in  the  future. 

It  was  further  VO'ITD  to  accept  a series  of  recom- 
mendations made  by  the  Committee,  by  acting  upon 
them  separately  as  follows: 

(1)  To  request  the  Committee  on  Hospitals  to 
undertake  additional  studies  of  hospital  costs. 

(2)  To  authorize  the  a.ssignment  of  members  of 
the  Committee  on  National  Legislation  by  its 
Chairman  to  maintain  liaison  with  each  of  Con- 
necticut’s national  legislators,  and  to  promote  the 
foimation  of  local-level  subcommittees  to  parti- 
cipate in  stich  liaison. 

(3)  That  the  Committee,  with  assistance  from  the 
Society’s  staff,  prepare  a list  of  physicians  interested 
in  environmental  medicine  and  medical  instru- 
ment technology,  such  list  to  be  furnished  Rep. 
Daddario  (at  his  request). 

(-1)  'Lhat  Rep.  Giaimo  be  furnished  with  a list  of 
the  ]jhysician  members  of  the  CSMS  Conference 
Committee  with  the  Connecticut  Bar  Association, 
and  that  he  be  .sent  a letter  of  thanks  for  placing  in 
the  Congressional  Record  a statement  on  Project 
Viet  Nam  (recruitment  of  j^hysician  volunteers  for 
service  to  cit  ilian  casualties  of  war). 

(5)  'Lhat  the  Committee  draw  up  plans,  includ- 
ing cost  estimates,  for  an  “annual  dinner”  for  Con- 
necticut Senators  and  Representatives,  and  sidtmit 
same  to  the  Council  for  prior  approval. 

(6)  That  the  AMA’s  Chicago  and  Wbashington, 
D.C.  offices  be  kept  informed  of  activities  of  the 
Society  in  the  field  of  national  legislation. 

(7)  d'hat  plans  for  similar  “expeditions”  to  Wash- 
ington, D.C.  be  drawn  iq^  by  the  Committee,  at  such 
intervals  as  seem  appropriate,  and  be  sidtmitted  to 
the  Council  for  prior  approval. 

Report— Legality  Of  Telephone  Prescribing  Of  Narcotics 

Pursuant  to  actions  taken  by  the  Council  at  the 
Jnlv  26  meeting,  reports  on  this  subject  were  re- 
ceived as  follows: 

(a)  State  Health  Commissioner  Foote  advises  (via 
a ruling  of  the  State’s  Attorney  General) . that  the 
telephone  prescribing  of  Class  A Narcotics  by  physi- 
cians is  prohibited  by  Federal  regulation  and  that, 
hence,  statutes  enacted  by  the  1967  General  As- 
sembly which  apparently  legalized  such  prescribing 
have  no  legal  standing  whatever  at  the  present  time. 
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(b)  The  AMA  Department  of  Medical  Ethics 
states  (in  brief)  that  while  the  Federal  regulations 
may  cause  “occasional  inconvenience  on  the  part  of 
either  the  patient  or  the  physician,”  the  1966  In- 
terim Session  of  the  AMA  House  of  Delegates  found 
that  “this  is  not  sufficient  to  warrant  . . . changes 
(being  sought)  in  the  Harrison  Narcotics  Act”  to 
legalize  telephone  prescribing,  thereby  opening  pos- 
sible avenues  of  abuse  by  addicts  and  illegal  traffic  in 
narcotic  drugs. 

It  was  VOTED  to  publish  this  information  in  the 
Journal. 

Reports  Of  The  President 

The  President,  E.  Tremain  Bradley,  presented  re- 
ports as  follows; 

(a)  As  requested  by  the  Council,  he  has  had 
several  discussions  with  the  President  of  the  Con- 
necticut State  Dental  Association  concerning  im- 
proved working  liaison  between  the  two  organiza- 
tions at  administration  level  with  respect  to  matters 
of  mutual  interest.  A final  report,  with  recom- 
mendations, will  follow  in  the  near  future. 

(b)  It  was  VOTED  to  refer  to  the  Committee  on 
Mental  Health,  for  study  and  recommendation,  a 
request  of  U.S.  Bureau  of  Drug  Abuse  Control  that 
the  AMA  and  its  constituent  state  (and  component 
county)  medical  societies  “encourage  discussion  . . . 
of  drug  abuse  problems,  as  an  added  educational 
function”  of  the  organizations.  The  Bureau  will 
furnish  material,  visual  aids  and  personnel  to  help 
the  societies  plan  such  discussions. 

Confirmation  Of  Nominations 

It  was  VOTED  to  conhrm  the  nominations  to  the 
Governor  for  appointment  to  the  Committee  to 
Study  the  Need  of  Family  Physicians  (S.A.  No.  371) 
of  the  following  members: 

Gaert  S.  Gudernatch,  Sharon 
Ralph  L.  Gilman,  Storrs 

Joined  by  representatives  of  the  General  As- 
sembly, State  Commissions,  the  Connecticut 
Academy  of  General  Practice,  the  Connecticut  So- 
ciety of  American  Board  Internists  and  others,  the 
CSMS  nominees  will  form  a Committee  to  study  the 
need  for  more  family  physicians  in  the  State,  and 
evaluate  existing  and  proposed  methods  of  en- 
couraging medical  school  graduates  to  pursue 
careers  in  family  joractice. 

It  was  further  VOTED  to  submit  the  name  of 
Donald  B.  Alderman,  New  Haven,  as  an  alternate 
nominee  in  the  event  that  Dr.  Gilman  or  Dr.  Guder- 
natch is  unable  to  accept  appointment  to  the  Study 
Committee;  also  to  nominate  Drs.  Gilman  and 


Gudernatch  for  appointment  to  the  Taskforce  on 
Manpower  of  the  Regional  Medical  Program. 

Request-Committee  On  State  Blood  Bank 

John  E.  Thayer,  Hartford,  joined  the  Council  to 
present  the  problem  of  blood  being  classified  by  law 
as  a “commodity”  instead  of  a medical  service, 
thereby  subjecting  it  to  stringent  requirements  of 
guaranteed  purity,  etc.  It  was  VOTED  to  approve, 
in  principle,  the  concejH  that  blood  used  for  trans- 
fusion is  a medical  service,  and  to  direct  the  Com- 
mittee on  State  Legislation  to  prepare  and  submit 
a bill  (modelled  after  bills  successfully  introduced 
and  passed  in  other  states)  at  the  1969  General 
Assembly  to  establish  this  concept  by  law.  Dr. 
Thayer  and  the  members  of  the  Committee  on  State 
Blood  Bank  will  be  available  to  testify  in  support 
of  such  a bill  at  the  appropriate  time.  It  was  further 
VOTED  to  instruct  the  Society’s  AMA  Delegates 
to  introduce  a resolution  at  the  November  meeting 
of  the  AMA  House  of  Delegates  asking  for  national 
support  of  the  subject  concept. 

Report— Mail  Balloting  On  Extending  OD/MC  Agreement 

It  was  VOTED  to  receive  as  information  the  re- 
sults of  the  August  balloting  (by  mail)  on  the  ques- 
tion of  extending  the  1965  agreement  with  the 
Office  of  Dependents’  Medical  Care  Program  from 
July  31,  1967  to  November  1,  1967,  in  order  for 
Connecticut  General  to  have  sufficient  time  to  make 
arrangements  to  take  over  the  administration  of  the 
Program  (from  Connecticut  Medical  Service,  Inc.) 
and  to  operate  it  on  a usual  and  customary  charge 
basis.  Twenty-six  votes  were  cast.  The  tally:  Yes-25; 
No-1.  Idle  agreement  has  been  extended. 

Request— Authorization  To  Form  Section  On 
Thoracic  And  Cardiovascular  Surgery 

It  was  VOTED  to  approve  a request  received 
from  a group  of  CSMS  members  to  form  a Section 
on  Thoracic  and  Cardiovascular  Surgery,  and  to 
recommend  to  the  December  meeting  of  the  House 
of  Delegates  that  authorization  to  form  such  a Sec- 
tion be  granted,  provided  that  the  proposed  bylaws 
submitted  are  amended  to  conform  with  the  bylaws 
of  the  Society  as  to  members  of  the  Section  being 
privileged  to  vote  and  to  hold  office.  It  is  under- 
stood that  this  amendment  is  agreeable  to  the 
group  making  the  request. 

Reports  On  Implementation  Of  Title  XIX  Program 

(a)  It  was  VOTED  to  receive  as  information  a 
report  of  the  Advisory  Committee  to  the  State  Com- 
missioners of  Welfare,  Finance  and  Control  con- 
cerning an  August  17  meeting  with  the  Commis- 
sioners on  the  subject  of  the  fee  schedule  and 
claims  procedures  to  be  followed  by  physicians  un- 
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(ler  l itle  XIX  from  October  1,  1967  to  March  1, 
1968  (when  a “usual  and  (ustomary  charge’’  method 
ol  payment  will  he  put  into  effect).  It  was  further 
\'OI  ED  to  adopt  a resolution  recommended  hy  the 
.Advisory  Ciommittee  which  reads  as  follows: 

Whereas:  The  C.SM.S  Advisory  (Committee  to 
the  State  Connni.ssioners  of  W^elfare,  Finance  and 
(Control  has  met  with  (Commissioner  Shapiro,  and 
has  determined  that  he  does  not  contemplate  estab- 
lishing a new  uniform  fee  schedule  for  jrhysicians’ 
ser\ices  under  d’itle  XIX  for  the  period  October  1, 
1967  to  Mardi  1,  1968;  and 

A\’hereas:  I he  Council  and  Elouse  of  Delegates 
of  eSMS  have  disajjproved  the  use  of  any  uniform 
fee  schedule  in  the  implementation  of  Title  XIX, 
of  whatever  tyjje  and  by  whatever  name;  therefore 
be  it 

Resolved:  'I'hat  the  Council  of  CSMS  not  act  to 
obtain  a new  unilorm  fee  schedule  for  physicians’ 
services  under  'Eitle  XIX  for  the  period  October  1, 
1967  to  March  1,  1968,  but,  instead,  continue  to 
seek  to  imj^lement  the  “usual  and  customary 
charge”  principle  under  Title  XIX  in  a sound  and 
ecjuitable  manner. 

(b)  It  was  VO'I'ED  to  receive  as  information,  a 
report  fded  by  Sidney  L.  Cramer,  Hartford,  CSMS 
representative  on  the  Title  XIX  Professional  Ad- 
visory Committee,  on  the  proceedings  of  the  first 
meeting  of  that  Committee  on  September  1,  1967. 
In  brief.  Dr.  Cramer  rejmi  ted  that,  while  the  statute 
enacted  by  the  1967  General  .Assembly  authorizes  a 
“new”  uniform  fee  schedule  to  be  applied  to  pay- 
ment for  jjliysicians’  services  prior  to  the  start  of 
“usual  ami  customary  charges”  on  March  1,  1968,  it 
is  the  intention  ol  the  Professional  Policy  Commit- 
tee (Commissioner  Shapiro  and  Conkling)  to  con- 
tinue the  “old”  (existing)  schedide  until  next  March 
1,  but  that  most  other  healing  arts  jjrofe,ssions  had 
submitted  projjosed  unilcjrm  fee  schedules  for  aj)- 
proval  by  the  Prcjlessional  Pcjlicy  Committee.  In 
conclusion.  Dr.  Cramer  stated  that  he  had  not 
oftered  any  schedule  on  behalf  of  the  Society,  and 
asked  for  Council  direction  as  to  what  course  he 
should  pursue  at  future  meetings  of  the  PA(J.  In 
replying  to  this  recpiest  for  guidance,  the  Council 
suggested  that  Dr.  Cramer  be  guided  by  the  resolu- 
tion adopted  under  (a)  of  this  item.  (.AiMB  9/14/67 
“G”) 

(c)  The  President,  E.  Eremain  Bradley,  offered 
j>rimary  and  su])jdementary  information  on  pre- 
vious items  (a)  and  (b).  He  also  attended  the  Sep- 
tember 1 meeting  of  the  Professional  .Advisory  Com- 


mittee (having  been  apjjointed  as  a citizen-member 
by  (.ommissioner  Shapiro),  and  confirmed  much 
of  what  Dr.  Cramer  had  reported.  In  addition,  he 
recommended  that  the  .Society  not  take  steps  to  ob- 
tain a new'  fee  schedule  for  the  period  October  1, 
1967-.March  1,  1968,  but  make  every  effort  to  assure 
a workable  usual  and  customary  charge  method 
later  on  and  keep  the  membershij)  informed  con- 
cerning same. 

Request — Connecticut  Hospital  Association 

.As  recpiested  by  the  CH.A,  it  was  'VOTED  to 
eTidorse  the  content  of  a document  titled:  “Sug- 
gested Guidelines  of  Relationship  Between  Hos- 
pitals and  the  News  Service  Media,”  which  had 
been  drafted  for  the  Council  on  Administrative 
Practice  of  CH.A.  It  was  further  VOTED  to  sug- 
gest to  CHA  that  the  inclusion  of  more  detailed 
guidelines  applying  to  Emergency  Rooms  (particu- 
larly “after-hours”)  w’ould  make  the  document  more 
complete  and  heljd'ul. 

Question — Payment  For  Physicians'  Reports  in  Legal  Cases 

It  was  VOTED  to  refer  to  the  Conference  Com- 
mittee ^vith  the  Connecticut  Bar  .-Association  for 
study,  repot  t and  recommendation,  the  question  of 
procedures  that  should  be  understood  and  followed 
by  both  physicians  and  attorneys  in  the  matter  of 
payment  to  the  physician  for  medical  reports 
furnished  at  the  request  of  the  attorney;  i.e.,  should 
payment  be  made  in  advance,  niton  delivery,  or  on 
a billing  basis— and  by  whom?  Ehe  (juestion  ori- 
ginated in  the  Fairfield  County  area,  but  was  felt  to 
lie  of  statewide  interest. 

Review — New  Third  Party  Payment  Proposal 

It  having  been  reported  that  Connecticut  Medi- 
cal ,Ser\ice,  Inc.  w'ill  soon  implement  a new  “Cen- 
tury” contract,  it  was  A'O'EED  to  request  the  Com- 
mittee on  I hir'd  Party  Payments  to  examine  said 
contract  and  to  advise  the  .Society  concerning  it  (in 
accordaiue  with  the  CSMS  bylaws).  AVhile  the 
Society  no  longer  has  any  official  connection  with 
CAES,  it  is  felt  to  be  desirable  for  the  .Society  to 
keep  abreast  of  all  (urrent  developments  in  the  pre- 
payment field  and  to  determine  the  extent  to  which 
the  newer  proposals  accommodate  the  CSMS  policy 
on  “usual  and  customary  charges”  as  the  preferred 
liasis  of  payment  for  jihysicians’  services. 

Follow-up  On  July  Seminar  On  County 
Review  Committees 

.As  ])lanned  previously,  the  transcript  of  the  pro- 
ceeilings  of  this  Seminar  on  the  purposes  and  func- 
tioning of  county  medical  association  review  com- 
mittees (for  review  of  claims  for  payment  for  phy- 
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sicians’  services)  will  be  edited  and  published  in  the 
Journal  as  information  for  the  membership.  There 
rvas  general  agreement  among  the  members  of  the 
Council  that  the  “question  and  answer”  periods 
that  followed  each  presentation  at  the  Seminar  sug- 
gested that  there  exists  a disparity  of  opinion  among 
individuals  and  among  the  county  associations  as 
to  just  what  questions  a review  committee  should 
handle  as  well  as  how  it  should  handle  any  or  all 
questions.  It  was  therefore  VOTED  to  request  the 
President  to  appoint  an  Ad  Hoc  Committee,  to  in- 
clude members  of  the  Liaison  Committee  with  Con- 
necticut General  on  Medicare  B,  which  Comiriittee 
shall  review  the  transcribed  proceedings  of  the 
July  Seminar  and  make  recommendations  to  the 
Council  concerning  the  Society’s  present  guidelines 
for  county  review  committee  operation  and  for 
possible  changes  to  be  made  in  same. 

N.B.:  The  foregoing  is  a summary  of  the  proceed- 
ings and  actions  of  the  Council  on  Septem- 
ber 14,  1967.  Detailed  minutes  of  the  meet- 
ing are  on  pie  at  160  Ronan  Street,  New 
Haven,  for  perusal  by  any  interested,  mem- 
ber of  the  Society. 


PLACEMENT  WANTED 

SURGEON  — Board  certified  in  General  and 
Thoracic  Surgery  wishes  a group  or  associate  type 
practice  in  a coastal  town.  Interested  in  peripheral 
vascular,  cardiac  and  thoracic  surgery.  Has  applied 
for  Connecticut  license.  Military  obligations  com- 
pleted. 

SURGEON— 39  years  of  age.  Board  eligible,  Con- 
necticut license.  Wishes  to  practice  in  a group  or 
associate  practice  in  Connecticut  with  no  prefer- 
ence to  town.  Available  immediately.  No  military 
obligations. 

OBS-GYN— Board  certified,  33  years  of  age.  Pres- 
ently completing  military  obligations.  Would  like 
to  enter  into  a groiqr  or  associate  practice.  Avail- 
able February  1,  1968. 

G.P.— 30  years  of  age,  military  obligations  com- 
pleted. Wishes  to  practice  in  a group,  and  will  be 
available  on  or  about  November  1,  1967.  Excellent 
training  and  background. 

PATHOLOGIST— 34  years  of  age.  Board  eligi- 
ble, Connecticut  license.  Interested  in  Associate 
pathological  practice.  Excellent  background  and 
training.  Available  November,  1967. 


PLACEMENT  OPPORTUNITIES 

WANTED  — young  internist.  Board  eligible  or 
certified  to  associate  with  two  other  young  intern- 
ists in  modern,  fully  equipped  building  in  suburb 
of  Hartford. 

PSYCHIATRIST  — challenging  position  open  at 
modern  Connecticut  jrenal  institution.  Opportunity 
to  organize  and  develop  treatment  program.  Salary 
range  up  to  $20,500.  Outstanding  retirement  and 
fringe  benefits.  Must  have  three  years’  residency 
training  in  a center  acceptable  by  American  Board 
of  Psychiatry  and  Neurology  and  a year  as  staff 
psychiatrist;  eligible  for  Connecticut  license.  Write: 
S.  Stein,  State  Personnel  Department,  405  State 
Office  Building,  Hartford,  Connecticut  06115. 

INTERNIST  — to  act  as  consultant  to  medical 
profession,  hospital  and  nursing  home  administra- 
tors to  assure  creation  and  effective  functioning  of 
hosjrital  services  for  participation  in  the  Hospital 
Insurance  Program;  assists  with  formation  of  utiliza- 
tion review  committees  and  reviews  proposed  plans 
of  hospital  and  extended  care  facilities;  surveys  in- 
stitutions participating  in  the  Health  Insurance  for 
the  Aged  Program  and  provides  professional  guid- 
ance to  a nredical  staff,  adiuinistrators,  and  owners 
concerning  medical  records,  policies,  and  utiliza- 
tion review  plans;  evaluates  medical  staff  orgzjniza- 
tion;  participates  in  educational  programs  for  pro- 
fessional and  sub-professional  staff  of  health  care 
facilities;  prepares  and  studies  reports.  Excellent 
salary,  good  fringe  benefits  and  retirement  program. 
Contact:  State  Personnel  Department,  State  Office 
Building,  Hartford,  Connecticut  06115  for  further 
information. 

HOUSE  PHYSICIAN  - Diversified  duties  in  ac- 
credited, voluntary  hospital.  Connecticut  license  re- 
quired. Monday  through  Friday,  every  other  Satur- 
day morning.  $18,000  a year.  Write:  P.O.  Box  3474, 
Bridgeport,  Connecticut  06604. 

PATHOLOGIST  --  full  time  or  part  time,  to 
direct  a clinical  laboratory  in  an  1800-bed  mental 
hospital.  Ample  opportunity  for  research  and  teach- 
ing available.  Well  equipped  and  staffed  labora- 
tory. Emphasis  on  Neuropathology.  Board  certi- 
hed  or  eligible  pathologist  preferred.  Starting 
salary  range:  |16,460-$19,760.  Excellent  fringe  bene- 
fits. All  particulars  in  first  letter,  including  refer- 
ences. Contact:  Mehadin  K.  Arafeh,  M.D.,  Super- 
intendent, Connecticut  Valley  Hospital,  Box  351, 
Middletown,  Connecticut  06458. 
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Increased  participation  by  members  of  the  Connecticut 
State  Medical  Society  in  the  Society  Sponsored  Overhead 
Expense  Plan,  plus  continued  favorable  experience,  has 
resulted  in  a rate  reduction  of  12%,  effective  November  1, 
1967.  Underwriting  limits  have  also  been  raised  from 
.$1,000  to  $1,500  a month.  A continuous  program  of  expand- 
ing benefits  since  1961  made  this  the  broadest  benefit 
Overhead  Expense  Policy  on  the  market;  these  latest 
changes,  however,  make  this  plan  incomparable.  For  details 
write:  Group  Insurers,  Inc.,  1184  Chapel  Street,  New 
Haven,  Connecticut  624-2121 


Dentocain  Co.,  Bloomfield , Conn.,  U.S.A. 


Prolejsional  samples 
and  descnptiv,“ 
lileraliue  sent  on 
lequMt. 


LOTION  MILD  mok«i  it  •«i*r  to  go  through 


I WkeH  Af044.  yp^iei&ule 

LOTIOM 


DENTOCAIN 

FORMULA—  Alcohol - . 7flV. 

Bonioeainc  .. 

Chloroform,  4 mins,  per  fluidounce. 


l^ic,^ubIesome  teething  period.  A small  amount,  applied  with 
massage,  brings  quick.  ■ soothing  relief  to  irritated  and 
jl||(|Med  gum  tissue,  aids  in  getting  infant  back  to  sleep. 


hn  Mte  . 


'Tiding  more  comfort  and  extra  sleep  for  the  baby,  DENTO* 
LOTION  MILD  grants  the  mother  gre'ater  peace  of 
and  several  additional  hours  of  necessary  rest. 

ADULT  it  useful  in  providing  temporary  relief 

for  pain  'of  adult  toothache. 
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PATHOLOGIST  — State  of  Connecticut  cen- 
trally located  general  hospital.  Must  have  two  years’ 
employment  in  pathology;  be  eligible  for  Connecti- 
cut license.  Salary  range:  $16,460-$22,180  plus  many 
extras.  Write:  S.  Stein,  State  Personnel  Department, 
405  State  Office  Building,  Hartford,  Connecticut 
06115. 

ANESTHESIOLOGIST  — Board  eligible  or  cer- 
tified to  join  small  partnership  in  private  practice 
at  the  Windham  Community  Memorial  Hospital, 
112  Mansfield  Avenue,  Willimantic,  Connecticut 
06226.  A progressive  growing  hospital  in  a com- 
munity with  a State  College  and  the  University  of 
Connecticut  only  8 miles  atvay.  For  further  informa- 
tion, contact  William  Grillo,  M.D.  or  Samuel  Dodd, 
M.D.  at  the  Windham  Community  Memorial  Hos- 
pital, 4\hllimantic,  Connecticut  — Telephone 
423-9201. 

PEDIATRICIAN  urgently  needed  for  com- 
munity 15  minutes  from  Hartford  with  population 
area  of  45,000  people.  Opportunity  available  to  head 
Pediatrics  Department  in  hospital  undergoing  ex- 
tensive construction  program.  Congenial  medical 
staff  will  help  establish.  Write:  Secretary,  Medical 
Staff,  Rockville  General  Hospital,  Rockville,  Con- 
necticut 06066. 

INDUSTRIAL  PHYSICIAN  for  leading  South- 
ern Connecticut  Manufacturing  Plant.  Modern 
medical  facilities  and  equipment;  staff  of  five  nurses 
and  one  assistant  M.D.  Salary  dependent  upon  ex- 
jrerience  and  qualifications.  Excellent  fringe  bene- 
fits, all  medical  society  fees  paid.  Five-day,  40-hour 
week. 

WELL  ESTABLISHED  ORTHOPEDIC  PRAC- 
TICE for  sale;  excellent  equipment;  office  near 
major  New  Haven  hospitals;  complete  files  contain- 
ing case  histories  and  many  legal  liability  matters. 
Gross  $45,000-$50,000  yearly. 

WANTED— qualified  family  doctor  to  take  over 
my  practice  30  minutes  from  Hartford.  No  obste- 
trics or  orthopedics.  Expense-sharing  and  coverage 
arrangement  with  M.D.  in  same  office  building. 
Nearby  lab  and  x-ray.  Low  price  for  equipment. 
No  charge  for  goodwill  and  introductions.  Leaving 
to  specialize.  Contact:  Lawrence  S.  Carlton,  M.D., 
64  Maple  Street,  Collinsville,  Telephone  693-4017. 

CHIEF  MEDICAL  OFFICER-Challenging  op- 
])ortunity  for  an  experienced  physician-executive 
to  head  up  medical  program  for  a large,  progressive, 
rapid-growth  corporation.  Location  is  in  mid-west, 
age  can  vary  from  late  30’s  to  mid  50’s.  Income  is 


open  and  negotiable,  benefits  are  excellent.  Com- 
pany climate  is  stimulating. 

G.P.— For  limited  partnership  with  another  G.P. 
with  eventual  takeover  of  entire  practice.  Well 
established  practice  in  growing  town. 

GENERAI.  PRACTICE  — Opportunity  exists  at 
present  to  take  over  busy  General  Practice  in  South- 
ern Connecticut  city.  General  Open  Staff  Com- 
munity Hospital  in  the  area.  Excellent  professional 
rapport  with  local  physicians.  Transfer  of  records 
and  ecpiipment  by  mutual  agreement. 

ANYONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL  MAN- 
AGER’S OFFICE,  160  ST.  RONAN  STREET, 
iNEW  HAVEN,  CONNECTICUT  06511. 


1967  MEETINGS 

December  13  — Semi-Annual  Meeting  of  the 
House  of  Delegates,  Holiday  Inn,  Groton, 
Connecticut,  2:00  P.M. 

1968  MEETINGS 

April  30-May  1-2— 176th  Annual  Meeting  of  the 
Connecticut  State  Medical  Society  to  be  held 
at  the  Hartford-Hilton  Hotel,  Hartford,  Con- 
necticut. 


Now  Available 

Copies  of  the 

Connecticut  State  Medical  Society 

1967  ROSTER 

$5.00*  a copy 

*pliis  314%  sales  tax  for  Connecticut  delivery  ($5.18). 


Order  Form 

To:  Connecticut  Medicine 
160  St.  Ronon  Street 
New  Haven,  Connecticut,  0651  1 

Enclosed  is:  $ 

Send  to:  Name 

Address 
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Welcome,  JVezv  Member's  . . . 


Hartford  County  Medical  Association 

Sybille  von  Lindeiner  lirewer,  M.D.,  St.  Francis 
Hospital,  Hartford,  Clonnecticut  06105. 

Paul  Feldman,  M.D.,  50  Gillett  Street,  Hartford, 
Connecticut  06105. 

Robert  L.  Fisher,  M.D.,  85  Jefferson  Street,  Hart- 
ford, Connecticut  0610,8. 

James  R.  Ford,  M.D.,  697  Pocpionock  Avenue, 
Windsor,  (anmecticut  06095. 

James  H.  Foster,  M.D.,  Hartford  Hospital,  Hart- 
ford, Connecticut  06103. 

Norman  H.  Ciahm,  M.D.,  85  Jefferson  Street,  Hart- 
ford, Connecticut  06103. 

Alberto  J.  Gambarini,  M.D.,  St.  Francis  Hospital, 
Hartford,  Cionnecticut  06105. 

Frederick  L.  Geary,  M.D.,  350  Farmington  Avenue, 
llaitford,  Connecticut  06105. 

(diaries  A.  Gundersen,  M.D.,  2900  Main  Street, 
(dastonbury,  Cionnecticut  06033. 

Teofilo  G.  Gutierrez,  Jr.,  M.D.,  Meriden  Hospital, 
Meritlen,  Connecticut  06450. 

Ralph  M.  Lechaicsse,  M.D.,  569  East  Center  Street, 
Manchester,  Connecticut  06040. 

Robert  L.  Harris,  M.D.,  581  Farmington  Avenue, 
Hartford,  Connecticut  06105. 

Frederic  R.  Keifer,  M.D.,  One  Tower  Square,  Hart- 
ford, Connecticut  06120. 

Charles  N.  Leach,  Jr.,  M.D.,  1 Mill  Lane,  Farming- 
ton,  (Connecticut  06032. 

Joseph  P.  Less,  M.D.,  St.  Francis  Hospital,  Hart- 
ford, Connecticut  06105. 

William  Mancoll,  M.D.,  242  Trumbull  Street,  Hart- 
ford, (Connecticut  06103. 

(ieorge  E.  McGowan,  M.D.,  85  Jefferson  Street, 
Hartford,  (Connecticut  06103. 

Raymond  E.  Moldow,  M.D.,  79  Elm  Street,  Hart- 
ford, Connecticut  06115. 

(Claus  P.  Niemann,  M.D.,  South  Main  Street,  East 
Ciranby,  Connecticut  06026. 

Frederick  B.  Winston,  M.D.,  79  Elm  Street,  Hart- 
ford, Connecticut  06115. 

Norman  A.  Zlotsky,  M.D.,  60  Gillett  Street,  Hart- 
ford, (Connecticut  06105. 

Fairfield  County  Medical  Association 

.\nthony  H.  Axiotrs,  M.D.,  71  Beach  Road,  Eair- 
field,  Connecticut  06430. 

Joseph  G.  Buchman,  M.D.,  17  Governor  Street, 
Ridgefield,  Connecticut  06877. 


George  V.  Clift,  M.D.,  325  Reef  Road,  Eairfield, 
(Connecticut  06430. 

Anthony  Donovan,  M.D.,  180  Bayberry  Lane,  W’est- 
port,  (Connecticut  06882. 

Robert  Fand,  M.D.,  8 WTst  Street,  Danbury,  Con- 
necticut 06810. 

Jonathan  G.  Greenwald,  M.D.,  85  East  .\venue, 
Norwalk,  Connecticut  06851. 

Ahmad  Haghighat,  M.D.,  2820  Main  Street,  Bridge- 
port, Connecticut  06606. 

Hilda  C.  Hanley,  M.D.,  2820  .Main  Street,  Bridge- 
port, (Connecticut  06606. 

Kamal  A.  Has.san,  M.D.,  1435  Bedford  Street,  Stam- 
ford, Connecticut  06905. 

Robert  E.  Hentschel,  M.D.,  881  Lafayette  Street, 
Bridgeport,  Connecticut  06603. 

Ro.ss  Jung,  M.D.,  50  Ridgefield  .Avenue,  Bridgeport, 
Connecticut  06610. 

Chester  Kay,  M.D.,  881  Lafayette  Street,  Bridge- 
port, Connecticut  06603. 

J.  (Colman  Kelly,  M.D.,  30  Bonwit  Road,  Riverside, 
Connecticut  06878. 

Edmund  J.  King,  M.D.,  Danbury  Hospital,  Dan- 
l)ury,  Connecticut  06810. 

Donald  R.  Lombard,  M.D.,  85  \Vest  Street,  Dan- 
bury, Connecticut  06810. 

Michael  E.  Michaelides,  M.D.,  Stamford  Hospital, 
Stamford,  Connecticut  06902. 

Paul  O.  Muller,  M.D.,  Danbury  Hospital,  Danbury, 
Connecticut  06810 

James  P.  Roach,  M.D.,  881  Lafayette  Street,  Bridge- 
port, (Connecticut  06603. 

Vincent  J.  Scavo,  M.D.,  923  East  Main  Street, 
Bridgeport,  Connectient  06608. 

Peter  M.  Shutkin,  M.D.,  173  East  Avenue,  New 
Canaan,  Connecticut  06840. 

Bernard  V.  Strauss,  M.D.,  .Arrowhead  Point,  Brook- 
field, Connecticut  06804. 

Sheldon  Weicholz,  M.D.,  675  Eairfield  Woods  Road, 
Fairfield,  Connecticut  06432. 

Peter  J.  Wick,  M.D.,  Greenwich  Hospital,  Green- 
wich, Connecticut  06830. 

David  R.  Widrow,  M.D.,  1425  Bedford  Street,  Stam- 
ford, Connecticut  06905. 


800 


Connecticut  Medicine,  November,  1967 


WANT  TO  AVOID  EMBARRASSMENT  - OR  WORSE? 
Become  Familiar  With  P.A.  555  — The  Drug  Control  Law  Of  1967 


(The  foUoiving  u<as  mailed  to  all  licensed  physicians  in  Connecticut  by  the  State  Departynents  of  Health 
and  Consumer  Protection,  and  is  reproduced  in  this  issue  to  give  the  new  drug  regulations  added 
emphasis.) 

To  Physicians,  Dentists,  Osteopaths,  Veterinarians,  And  Pharmacists 


Your  attention  is  called  to  Public  Act  555  enacted 
by  the  recent  session  of  the  Connecticut  General  As- 
sembly which  becomes  effective  October  1st,  1967, 
concerning  prescriptions  and  record  requirements 
for  A.  Controlled  Drugs  and  B.  Restricted  Drugs: 

A.  CONTROLLED  DRUGS  classified  as  amphe- 
tamine-type, barbiturate-type,  cannabis-type,  co- 
caine-type, hallucinogenic,  morphine-type  and 
other  stimvdant  and  depressant  drugs.  By  law 
caffeine,  alcohol  and  nicotine  are  excluded. 

Section  13.  (a)  All  prescriptions  for  controlled 
drugs  shall  include  (1)  the  name  and  address  of  the 
patient,  or  the  name  and  address  of  the  owner  of 
an  animal  and  the  species  of  the  animal,  (2)  whether 
the  patient  is  an  adult  or  a child,  or  his  specific  age, 
(3)  the  compound  or  preparation  prescribed  and 
the  amount  thereof,  (4)  directions  for  use  of  the 
medication,  (5)  the  name  and  address  of  the  pre- 
scribing practitioner  and  (6)  the  date  of  issuance. 

(b)  Prescriptions  when  written  shall  be  written  in 
ink  or  in  indelible  pencil  or  by  typewriter.  No 
duplicate,  carbon  or  photographic  copies  and  no 
printed  or  rubber-stamped  orders  shall  be  con- 
sidered valid  prescriptions  within  the  meaning  of 
this  act. 

(c)  Prescriptions  for  narcotic  drugs  designated 
“Class  A”  under  federal  narcotic  laws  shall  be 
signed  by  the  prescribing  practitioner  at  the  time  of 
issuance  and  previously  signed  orders  for  sucli  nar- 
cotic drugs  shall  not  be  considered  valid  prescrip- 
tions within  the  meaning  of  this  act. 

(d)  As  to  controlled  drugs  other  than  “Class  A” 
narcotic  drugs,  a prescribing  practitioner  may  issue 
an  oral  order  and  such  oral  order  shall  be  promptly 
reduced  to  writing  on  a prescription  blank  and 
filed  by  the  pharmacist  filling  it. 

(f)  All  prescriptions  for  controlled  drugs  shall 
comply  fully  with  any  additional  requirements  of 
federal  narcotics  laws  and  the  federal  food  and  drug 


laws  and  the  state  food,  drug  and  cosmetic  laws  and 
the  regulations  adopted  under  this  act. 

Section  14.  (a)  A pharmacist,  in  good  faith,  may 
sell  and  dispense  controlled  drugs  to  any  person 
iq^on  a prescription  of  a physician  or  of  an  osteo- 
path, dentist  or  veterinarian  to  the  extent  that  they 
are  authorized  to  prescribe  such  controlled  drugs. 
The  person  filling  or  refilling  the  prescription  shall 
write  the  date  of  filling  and  his  signature  on  the  face 
of  any  prescription  for  narcotic  drugs  or  his  signa- 
ture or  initials  on  any  prescription  for  controlled 
drugs  other  than  narcotic  drugs.  The  prescription 
shall  be  retained  on  file  by  the  proprietor  of  the 
pharmacy  in  which  it  is  filled  for  a period  of  three 
years,  so  as  to  be  readily  accessible  for  inspection  by 
any  public  officer  or  employee  engaged  in  the  en- 
forcement of  this  act.  The  prescription  shall  not 
be  filled  or  refilled  unless  permitted  by  federal  food 
and  drug  laws,  federal  narcotic  laws  and  regula- 
tions adopted  under  this  act. 

B.  RESTRICTED  DRUGS  Narcotic  drugs  and 
certain  additional  controlled  drugs  evidencing  ex- 
ceptional danger  to  health  or  potential  abuse. 

Section  17.  (b)  Each  physician,  dentist,  veteri- 
narian or  other  person  who  is  authorized  to  ad- 
minister or  professionally  use  restricted  drugs  shall 
keep  a record  of  such  restricted  drugs  received  by 
him  and  a record  of  all  such  restricted  drugs  ad- 
ministered, dispensed  or  professionally  used  by 
him.  Issuance  of  a written  or  oral  prescription  to 
a pharmacist  shall  be  deemed  compliance  with  this 
section  through  the  record  made  by  such  phar- 
macist. The  record  of  restricted  drugs  received  shall 
in  each  case  show  the  date  of  receipt,  the  name  and 
address  of  the  person  from  whom  received  and 
the  kind  and  quantity  of  restricted  drugs  received. 
The  record  of  all  restricted  drugs  administered, 
dispensed  or  otherwise  disposed  of  shall  show  the 
date  of  administering  or  dispensing,  the  name  and 
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address  of  the  person  to  whom  or  for  wliosc  use,  or 
the  owner  ancf  species  of  animal  for  which  the  drugs 
were  administered  or  dispensed  and  the  kind  and 
(juantity  of  drugs. 

(c)  Practitioners  regularly  engaged  in  dispensittg 
(ontrolled  drugs  for  which  they  charge  either 
separately  or  together  with  charges  for  other  pro- 
fessional services  shall  keep  a lecord  of  all  con- 
trolled drugs,  received  and  dispensed  by  them  in 
accordance  with  the  prosisions  of  subsection  (f)  of 
this  section. 

(e)  Pharmacies,  hospitals  and  laboratories  shall 
keep  records  of  all  controlled  drugs,  whether  re- 
stricted or  not,  received  and  disposed  of  by  them  in 
ticcordance  with  the  provisions  of  subsection  (f)  of 
this  section. 

(f)  The  form  of  record  to  be  keept  tinder  subsec- 
tion (c),  (d),  or  (e)  of  this  section  shall  in  each  case 
show  the  date  of  receipt,  the  name  and  address  of 
the  person  from  whom  received,  and  the  kind  and 
(juantity  of  controlled  drtigs  received,  or,  when  ajt- 
jjlicable,  the  kind  and  tjtiantity  of  controlled  drugs 
|Moduced  or  rcmo\ed  from  jtrocess  of  mantifacture 
and  the  date  of  such  jjrodnction  or  removal  from 
jirocess  of  manulacttire;  and  the  record  shall  in  each 
case  show  the  jrroj3orti(jn  of  controlled  drttgs.  The 
record  of  all  restricted  drugs  sold,  administered,  dis- 
jtensed  or  othenvise  disjjosed  of  shall  show  the 
date  (jf  sellitig,  administering  (jr  dispensing,  the 
name  of  the  jierson  to  whom  or  for  whose  use,  or 
the  owner  and  sjjecies  of  animal  for  which  the  drugs 
were  sold,  administered  or  disjjensed,  the  address 
of  such  jjersoti  or  owner  in  the  instance  (tf  records 
of  other  than  hosjritals,  and  the  kind  and  (juantity 
of  (hugs.  In  a(l(liti(jn,  hosjrital  records  shall  sIkjw 
the  time  of  administering  or  disjrensing,  the  jrre- 
scribing  jjhysician  and  the  nurse  administering  or 
(lisj)ensing  the  drug.  Each  such  record  shall  be  kejit 
for  a jjeriod  of  three  years  from  the  date  of  the 
transaction  recorded.  Uj)on  the  effective  date  of 
tliis  act,  a comjrlete  and  accurate  record  of  all  stocks 
of  controlled  drtigs  on  hand  shall  be  j^repared  and 
kej)t  on  file  for  three  years;  e.xcejJt  that  if  this  record 
lias  already  been  jirejiared  in  accordance  with  sec- 
tion 511  (d)  of  the  federal  food  and  drug  laws,  no 
additional  record  shall  be  retjuired,  jirovided  all 
records  jirejiared  thereunder  shall  be  retained  for 
said  three-year  j^ieriod  and  shall  lie  made  available 
to  the  insjiecting  commissioner.  The  keeping  of  a 
retord  rc(juired  liy  or  under  the  federal  narcotic 
laws,  or  lederal  loot!  and  drug  laws,  containing  sub- 
stantially the  same  information  as  is  sjiecified  above. 


shall  constitute  comjiliance  with  this  section,  jiro- 
vided  each  record  shall  in  addition  contain  a de- 
tailed list  of  any  restricted  drugs  lost,  destroyed  or 
stolen,  the  kind  and  quantity  of  sitch  drugs  and  the 
date  of  the  discovery  of  such  loss,  destruction  or 
theft  and  jirovided  such  record  shall  be  made 
availalile  to  the  insjiecting  commissioner  or  his 
authorized  agents.  I'he  Public  Health  Council  by 
regtdation  jitirsuant  to  section  7 may  waive  the 
kinds  and  forms  of  record  keejiing  retjuired  of 
hosjiitals  or  jiractitioners  under  this  section  where 
such  kinds  and  forms  are  fotind  unnecessary  for 
effective  control  under  this  act  or  where  substantial- 
ly the  same  information  is  etjually  available  through 
other  kinds  and  forms  of  recoitl-keejiing  jiursuant 
to  state  or  federal  law. 

Section  7P.(b)  When  a jiharmacist  sells  or  dis- 
jienses  any  controlled  drug  on  jirescrijition  issued 
by  a jihysician,  osteojiath,  dentist  or  veterinarian, 
he  shall  affix,  to  the  container  in  which  such  drug  is 
sold  or  disjiensed,  a label  showing  his  own  name,  or 
the  name  and  address  of  the  jiharmacy  for  which  he 
is  lawftilly  acting,  the  name  of  the  jiatient,  or  if  the 
jiatient  is  an  animal,  the  name  of  the  owner  of  the 
animal  and  the  sjiecies  of  the  animal,  the  name  of 
the  Jihysician,  osteojiath,  dentist  or  veterinarian  by 
whom  the  jirescrijition  was  written,  and  such  direc- 
tions as  may  be  stated  on  the  jirescrijition.  When 
the  drtig  sold  or  disjiensed  is  a narcotic  drtig,  in  ad- 
dition the  laliel  shall  set  forth  the  registry  numbers 
under  federal  narcotic  laws  of  both  the  jiharmacy 
and  the  jirescribing  jiractitioner,  and  the  address 
of  the  Jiatient  or  owner  of  the  animal  and  of  the 
Jirescribing  jiractitioner. 

All  existing  jirovisions  of  the  federal  narcotic 
laws  or  the  federal  and  state  food  and  drug  laws 
jiertaining  to  jirescrijitions  and  the  keejiing  of 
lecords  are  to  be  comjilied  with. 

d'he  State  Dejiartment  of  Health  and  the  State 
Dejiartment  of  Consumer  Protection  have  sjieakers 
available  for  jirofessional  societies  wishing  to  obtain 
more  details  for  their  members.  Individuals  may 
write  or  call  the  following  for  further  information: 

Narcotic  Control  .Section, 

State  Dejiartment  of  Health, 

79  Elm  Street,  Hartford,  Conn.  0(ill5 
Eel.  527-634f  Ext.  516 

Drug  Division,  Dejiartment  of  Consumer 
Protection 

165  Cajiitol  Avenue,  Hartford,  Conn.  06115 
Tel.  527-6341  Ext.  2456 
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WOMAN’S  AUXILIARY 


President-Elect 

Mrs.  Clarence  Harwood,  Middletown 

First  Vice-President 
Mrs.  Araerico  Longo,  Portland 

Second  Vice-President 
Mrs.  Edward  P.  Allen,  Orange 


President 

Mrs.  Anthony  P.  Cipriano,  Hamden 


Recording  Secretary 
Mrs.  Nicholas  Creaturo,  Trumbull 

Corresponding  Secretary 
Mrs.  Jacques  H.  Green,  North  Haven 

Treasurer 

Mrs.  James  Jones,  Danielson 


The  24th  Conference  of  the  Woman’s  Auxiliary 
to  the  American  Aledical  Association  for  State  Presi- 
dents, Presidents-elect,  National  Officers,  and  Chair- 
men, was  held  October  8-11  in  Chicago  at  the  Drake 
Hotel.  Those  attending  from  Connecticut  were  Mrs. 
Anthony  Cipriano,  President,  Mrs.  Clarence  Har- 
wood, President-elect,  and  Mrs.  Norman  Gardner, 
a director  of  the  National  Board  of  the  Woman’s 
.Auxiliary. 

There  is  much  that  YOU  as  a doctor’s  wife  can 
do  to  help  your  husbands  through  your  county 
auxiliary. 

.Some  of  the  things  that  need  our  support  are 
the  AMAERF,  Blood  mobiles  or  centers  where 
blood  is  collected.  Education,  Baby  Sitters  Courses, 
Block  Mothers,  Politics,  Home  Health  Aides,  Meals 
on  Wheels  and  Safety. 

AMAERF  needs  our  support  as  the  need  lor  more 
doctors,  better  medical  schools.  Also  the  research 
carried  on  at  the  Bio  medical  laboratories  at  AMA 
Headquarters  is  doing  great  things. 

Bloodmobiles  or  centers  need  volunteers  to  help 
with  the  collection  of  blood  as  well  as  to  go  out 
and  get  donors. 

Education  takes  in  many  projects  lor  us  to  do. 
One  is  to  get  good  health  education  into  all  the 
schools  including  sex  education.  Under  Education 
also  comes  courses  teaching  the  children  the  danger 
of  drugs,  alcohol  and  smoking. 

Baby  Sitters  courses  are  needed  in  many  areas  and 
your  county  can  sponsor  just  such  a course. 

Block  Alothers  is  a course  we  should  encourage 
the  P.T.A.’s  to  give  in  your  elementary  schools. 

Politics  or  legislation  is  one  of  the  most  important 
roles  all  of  the  wives  should  be  interested.  This 
means  not  only  to  read  and  know  what  is  going  on 
in  our  governments  but  to  participate  in  them  too. 
We  need  good  politicians. 

Meals  on  Wheels  is  another  project  for  us  to  help 
to  get  started  in  your  area.  These  last  two  projects 


need  help  from  others  than  just  the  auxiliary  but 
you  can  be  the  group  to  wake  up  your  community 
as  to  its  need  of  these  projects. 

Safety  too  is  a large  project  with  many  areas  to 
be  worked  on.  One  is  safety  lor  School  children. 
Are  there  sidewalks  or  personnel  to  help  young 
children  cross  busy  intersections?  Are  there  enough 
traffic  signals  around  the  schools,  are  the  busses 
taking  children  to  and  from  school  safely.''  All  these 
can  be  projects  for  you.  Too  there  is  safety  in  the 
home  pertaining  to  drugs,  stairways  and  even  ecjuip- 
ment.  As  small  children  are  not  in  school  the  home 
shoud  be  a safe  place,  but  is  it? 

One  big  project  for  all  to  work  on  is  to  get  pro- 
grams put  on  in  your  junior  and  senior  high  schools 
telling  about  the  many  careers  available  under  the 
title  of  Health  Careers.  There  are  over  two  hundred 
such  careers  and  none  of  them  are  hlled.  We  need 
many  more  trained  people  to  fill  these  jobs.  Our 
job  is  to  interest  young  people  in  these  Health 
careers. 

It  is  our  duty  to  keep  up  with  the  news  and  know 
what  is  going  on.  Don’t  stop  w4th  just  the  news- 
papers, radio  and  television,  l.earn  about  the  things 
the  AMA  is  doing  and  siqrporting  which  includes 
our  husbands.— Read  J.A.M.A.  and  Connecticut 
Medicine. 

All  the  doctors  wives  should  join  their  auxiliary 
so  that  they  can  help  with  these  many  projects. 

Semi-AnnuciS  Meeting 
November  14,  1967 

The  Woman’s  Auxiliary  to  the  Connecticut  State 
Medical  Society  will  hold  their  semi-annual  meet- 
ing on  November  14,  1967  at  the  Carriage  Drive, 
Whitney  Ave.,  Hamden,  Conn.  This  will  be  a 
luncheon.  The  speaker  is  Professor  Humphrey  and 
his  topic  is  “Sex  Education— Who,  What,  Where 
and  Why.”  Everyone  should  try  to  be  there. 
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Maybe  your  patients  complain: 

‘Why  don’t  they  make  a tablet  I don’t  have  to  halve?” 


Please  see  brief  prescribing  summary  at  the  end  of  advertisement. 


In  Memoriam 


Clifford,  Martha  L.  — Hartford,  University  of 
Colorado  School  of  Medicine,  1933.  Dr.  Clifford 
had  been  associated  with  the  Connecticut  State  De- 
partment of  Health  for  31  years.  She  was  director 
of  the  Community  Health  Division,  which  involved 
the  supervision  and  leadership  of  five  of  the  de- 
partment’s sections;  Crippled  Children,  Maternal 
Health,  Child  Health,  Nutrition  and  Public  Health 
Nursing.  Dr.  Clifford’s  special  field  of  interest  was 
child  health  and  infant  and  maternal  care.  Among 
the  programs  in  which  she  had  been  involved 
were;  adoption  of  the  sanitary  code  regulations  for 
child  day  care  centers:  expansion  of  dental  health 
clinics:  reorganization  of  children  clinics;  develop- 
ment of  a rheumatic  fever  and  heart  disease  )no- 
gram  in  New  Haven;  establishment  of  a hearing 
testing  program  for  pre-school  children;  licensing 
of  maternity  hospitals  and  the  Emergency  Medical 
and  Infant  Care  Program  of  World  War  II.  She 
was  a member  of  the  Hartford  County  Medical 
■Association,  the  Connecticut  State  Medical  Society, 
the  American  Medical  Association,  the  American 
.Academy  of  Pediatrics,  the  American  Association 
of  Public  Health  Physicians,  the  American  Associ- 
ation of  Teachers  of  Preventive  Medicine,  and  the 
American  Public  Health  Association.  Dr.  Clifford 
died  October  1,  at  the  age  of  58. 

Lowell,  W.  Holbrook— Hartford,  Harvard  Medi- 
cal College,  1937.  Dr.  Lowell  was  a practicing  phy- 
sician in  the  Hartford  area  for  many  years.  During 
WMrlcl  W^ar  II,  he  served  with  the  U.  S.  Army  Air 
Force  in  Burma.  Dr.  Lowell  was  active  in  Hartford 
Hospital’s.  Department  of  Medicine  and  Hospital 
Affairs  in  teaching  and  consulting  services.  He  was 
also  chief  of  medical  services  at  McCook  Memorial 
Hospital.  He  was  a member  of  the  Hartford  County 
Medical  Association,  the  Connecticut  State  Medi- 
cal Society,  and  the  American  Medical  Association. 
He  was  also  chairman  of  the  advisory  committee  to 
the  State  Board  of  Examiners  for  Nursing  from  1963 
to  1965.  Dr.  Lowell  died  August  26,  at  the  age  of  58. 

Rowley,  John  C.— AV^est  Hartford,  Harvard  Medi- 
cal School,  1906.  Dr.  Rowley  was  a general  practi- 
tioner in  the  Hartford  area  for  over  50  years.  Dur- 
ing World  War  I,  he  was  a captain  in  the  U.S.  Army 
Medical  Corps.  He  was  assistant  visiting  pathologist 
at  Hartford  Hospital  for  six  years  and  visiting  path- 


ologist for  eight  years.  He  was  also  the  hospital’s 
assistant  visiting  physician  for  seventeen  years.  He 
served  as  chief  of  staff  at  Hartford  Hospital  and  was 
also  a consultant  to  the  Institute  of  Living.  He  was 
associated  with  the  Public  Welfare  Board,  the 
Board  of  Education,  the  Connecticut  Medical  Ex- 
aming  Board,  the  Visiting  Nurses  Association,  the 
Hartford  tuberculosis  and  Public  Health  Associa- 
tion, and  the  Connecticut  Children’s  Aid  Associa- 
tion. He  was  a member  of  the  Hartford  Medical 
.Socieiy,  the  Hartford  County  Medical  Association, 
the  Connecticut  State  Medical  Society,  and  the 
American  Medical  Association.  He  was  a Fellow  of 
the  .American  College  of  Physicians.  Dr.  Rowley 
died  Sejnember  9,  at  the  age  of  88. 

Schuyler,  Samuel  A.  — Hartford,  University  of 
London  Medical  School,  England,  1939.  Dr. 
Schuyler  served  as  a hospital  consultant  in  physical 
medicine  and  rehabilitation  to  the  New  Britain 
General  Hospital,  the  Hartford  Hospital,  and  the 
Connecticut  Valley  Hospital.  He  was  a member  of 
the  Hartford  County  Medical  Association,  the  Con- 
necticut State  Medical  Society,  and  the  American 
Medical  Association.  Dr.  Schuyler  died  September 
24,  at  the  age  of  59. 
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sender.  Selection  will  be  made  for  review  in  the 
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Insurance  For  The  Doctor.  Edited  by  Harvey  .Sarner,  LL.B. 
and  Herbert  C.  Lassiter.  LI..B.  W.  B.  Satinders  Company, 
Pliiladelphia  aiul  London,  1967.  193  pp.  $9.00. 


Diabetes  Mellitus:  Diagnosis  .Lnd  Treatment,  Volume  II. 
Edited  by  George  J.  Hamwi,  M.D.  and  T.  S.  Danowski,  M.D. 
American  Diabetes  .Association,  Inc.,  New  York,  1967.  250  pp. 
.$2.50. 


Jared  Eliot,  Minister,  Doctor,  Scientist,  And  His  Connecticut. 
Edited  by  Herbert  Thoms,  M.D.  The  Shoe  String  Press,  Inc., 
1967.  156  pp.  .$6.00. 
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NEW  BOOKS  IN  REVIEW 


CUISICAL  JVDGME’ST.  Edited  by  Ahau  R.  Feinslein. 

M.l).  The  W illianis  and  W ilhins  Comnony,  Baltimore, 

1967.  414  pp.  $9.^0. 

Reviewed  Ijy:  LOUIS  H.  NAHUM 

W'liat  is  wrong  witli  clinical  medicine?  Why  have  clinical 
scientists  tinned  to  animals  and  test-tubes  for  research  in- 
stead of  the  patient  at  the  bedside?  Why  has  prognosis 
lagged  and  therapeutic  evaluation  been  so  difficult?  'Wdiy  do 
wc  still  think  of  clinical  medicine  as  an  “art”  and  making  a 
prognosis  only  a successful  effort  after  years  of  experience 
which  alone  seems  to  make  “clinical  judgment”  possible? 

In  this  book  we  are  given  a guided  tour  of  bedside  practice, 
of  clinical  rescarcbers,  of  the  present  inadequacies  of  prog- 
nosis and  evaluation  of  therapy;  of  the  stuHiness  and  sterilitv 
of  most  C.P.C.’s  and  of  the  failure  of  clinical  medicine  to 
prejrare  itself  for  the  comjruter  age.  Professor  Feinstein  has 
taken  up  the  cudgels  to  make  clinical  medicine  into  a science. 
It  is  his  thesis  that  for  a more  [rrecise  evaluation  of  prog- 
nosis and  treatment  we  need  a new  vocabulary  which  can 
explicitly  state  the  nature  of  the  symjrtom,  the  varied  ele- 
ments in  jrhysical  signs.  Then  clinical  mediiine,  which  is 
now  practiced  as  an  art  can  come  to  be  practiced  as  a science 
but  it  will  require  more  precise  clinical  observation,  more 
logic.  Fhe  clinical  data  must  be  better  euumerated  and  an- 
alyzed in  the  same  way  as  other  data  arc  analyzed  that  are 
obtained  in  a laboratory  experiment. 

When  a clinician  sees  a patient  with  myocardial  infarction 
how  does  he  recognize  and  record  presence  or  absence  of 
intractable  jtain,  its  location,  radiation?  How  docs  he  evalu- 
ate degree  of  sweating,  shock,  dyspnea,  cyanosis,  arrhythmias 
and  other  clinical  manifestations?  And  yet  it  is  with  these 
nuances  that  we  make  choices  as  to  therapy,  when  we  treat, 
when  we  wait,  when  we  use  drugs  or  only  words.  AVlthout 
correct  clarification  of  the  many  variables  involved,  we  can- 
not designate  bow  we  use  them  and  our  therapeutic  reason- 
ing becomes  a non-reproducible  procedure  by  others.  This  is 
a man's  “clinical  judgment.” 

A\'c  need  then  to  deliberately  arrange,  deliberately  to 
correlate  the  data  so  that  a clinician  can  analyze  their  mean- 
ing in  terms  of  prognosis  and  results  of  treatment.  If  we 
coukl  do  this  we  could  begin  to  think  about  the  data  clearly, 
read  or  write  about  them  formally.  Professor  Feinstein  shows 
us  how  to  construct  a system  of  classification,  a vocabulary  for 
classifying  personal  features  of  the  patient  and  for  classifying 
agents  of  treatment. 

'Fhe  construction  of  such  a clinical  taxonomy  is  the  first 
procedure  of  the  therapy  suggested  in  this  book.  Reasoning 
used  to  establish  a diagnosis  is  first  undertaken.  The  detec- 
tion of  clinical  stage  of  an  illness,  clusters  of  symptoms  and 
signs,  their  sequence  and  duration  are  features  of  human  ill- 
ness constantly  observed  by  clinicians  but  have  not  received 
specific  names  and  categories.  The  reason  for  this  is  probably 
the  conrplexity  of  the  problem.  Although  a diagnosis  can 
have  one  designation,  clinical  distinction  may  require  many 
different  designations.  The  author  nrentions  five  types  each 
with  many  variations  all  of  which  need  to  be  contemplated 
simultaneously. 


To  enable  formation  of  tbe  classification  and  management 
of  the  complex  data  Involved  in  clinical  classification,  we  are 
shown  how  to  use  the  new’  mathematics,  symbolic  logic,  set 
theory  and  Boolean  algebra.  To  aid  their  imperfect  memories, 
clinicians  can  use  the  technologic  device  where  factual  capacity 
is  vast  and  recall  total— the  digital  computer  a subject  ex- 
cellently portrayed  in  Cihapter  10. 

I here  is  an  excellent  chapter  on  clinical  indexes  and  im- 
[lortance  of  making  them  available  for  reasoning  in  evaluat- 
ing therapeutic  accomplishment.  How  do  w'C  now  evaluate 
such  findings  as  digitalis  toxicity,  antibiotic  sensitivity,  in- 
sulin shock  etc.?  If  indexes  do  exist  are  there  specific  pro- 
visions for  clinical  elfccts?  The  clinical  effects  used  in  indexes 
are  ajrjiropriately  and  reproducibly  defined.  \Ve  then  have  a 
devastating  critic  of  reporting  therapeutic  accomplishment 
by  means  of  judgmental  or  interpretive  terms  for  which  no 
criteria  arc  given.  Fhere  is  a need  for  distinction  between 
evidence  and  inference  between  index  and  interpretation  be- 
tween criteria  and  conclusion. 

^Ve  are  now  approaching  a solution  to  the  need  for  specific 
clinical  inde.xes.  We  have  them  in  therapy  for  a number  of 
diseases  outlined.  \\\i  have  graduation  criteria  for  citing 
tpiantity,  severity  and  degree  of  a manifestation,  for  example 
dyspnea  grade  1—3,  angina  grade  1-4,  neurologic  reflexes 
0—4,  loudness  of  a murmur  0—6.  Transition  criteria:  better 
or  worse,  larger  or  smaller,  aggregate  criteria,  a cluster  of 
designations,  improved,  deteriorated,  excellent.  In  short  the 
clinician  must  ob.serve  attributes  and  establish  criteria  for 
classification. 

We  all  know  that  clinicians  have  depreciated  the  scientific 
potential  contained  in  clinical  skills.  They  have  been  over- 
awed by  precision  and  standardization  of  laboratory  tech- 
nology. Professor  Feinstein  makes  clear  that  in  clinical  in- 
vestigation, if  properly  pursued,  the  scientist  requires  the 
same  objectivity,  precision  and  standardization  as  the  labora- 
tory scientist  does.  The  only  difference  is  that  clinical  science 
is  more  complex,  has  more  variables  to  bring  together. 

In  the  prologue  we  have  a fine  autobiographical  revelation 
of  how  Professor  Feinstein  grappled  with  the  problems  of 
clinical  prognosis  and  treatment,  how  to  systematize  and 
make  them  into  science,  how  the  idea  came  to  him  in  a 
flash  one  night  at  1:00  A.M.  while  wandering  in  the  streets 
of  New  Haven,  and  how  one-half  hour  later  he  had  classified 
the  factors  in  prognosis  of  rheumatic  fever  and  the  extension 
of  the  principle  to  prognosis  in  cancer. 

If  this  book  was  simjrly  a work  by  a well  disciplined  mind, 
with  exceptional  talent  for  clear  thinking  and  logical  or- 
ganization, enabled  to  extract,  the  essential  fault  that  was  re- 
sponsible for  the  impasse  that  clinical  medicine  has  reached, 
it  would  be  an  acute  intellectual  exercise  but  little  more.  But 
there  is  something  more.  What  is  this  something  more?  It  con- 
.sists  of  two  elements.  F'irst  it  shows  how  clinical  medicine  can 
be  rehabilitated  into  a respectable  science  which  should  at- 
tract clinicians  into  expanding  our  grasp  of  prognosis  and 
our  ability  to  appraise  tbe  consequences  of  our  therapy.  The 
second  is  the  establishment  of  a vocabulary  and  classifica- 
tion of  symptoms  ami  signs  which  on  the  one  hand  will  make 
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Picture  of 
painful  myositis 


treated  with 
Parafon  Forte^TABim 

Paraflex®  (chlorzoxazone)*  250  mg. 

Tylenol®  (acetaminophen)  300  mg. 


Parafon  Forte  helps  to  relieve  pain, 
restore  mobility . . . stop  pain-spasm  feedback 

Here  is  why.  PARAFON  Forte  provides : 
a nonsalicylate  analgesic  equal  to  aspirin  for  the  relief 
of  paind'2  yet  unlikely  to  produce  the  irritation  to  the 
gastric  mucosa  so  often  associated  with  salicylate 
therapy® 

and  a skeletal  muscle  relaxant  shown  to  have  up  to  a 
6-hour  span  of  action/'®  and  to  retain  effectiveness 
even  on  continued  administration/'"  but  which  does  not 
have  the  central  effects  of  tranquilizing  compounds. 

Prescribe  Parafon  Forte  for  lasting  spasmolysis 
and  analgesia  in  sprains,  strains,  myalgias,  low  back 
pain,  bursitis  and  other  musculoskeletal  disorders. 
Your  patients  will  appreciate  the  restored  comfort 
and  lasting  freedom  of  movement  it  usually  provides. 


Cautions  and  side  effects:  Use  with  caution  in  patients  with 
known  drug  sensitivity.  If  a hypersensitivity  reaction  or  symp- 
toms suggestive  of  liver  dysfunction  are  observed,  the  drug 
should  be  stopped.  Occasionally,  drowsiness,  dizziness,  light- 
headedness, malaise,  overstimulation  or  gastrointestinal  dis- 
turbances may  be  noted;  rarely  gastrointestinal  bleeding, 
allergic  skin  rashes,  petechiae,  ecchymoses,  angioneurotic 
edema  or  anaphylactic-  reactions  may  have  been  drug  associ- 
ated. While  Paraflex  (chlorzoxazone)  has  been  suspected  as 
being  the  cause  of  hepatic  toxicity  in  approximately  eighteen 
patients,  it  was  not  possible  to  state  that  the  dysfunction  was 
or  was  not  drug  induced.  Dosage:  Two  tablets  q.i.d.  Supplied: 
Scored,  light  green  tablets,  imprinted  “McNElL”— bottles  of  100. 

References : 1.  Batterman,  R.  C.,  and  Grossman,  A.  J.:  Fed.  Proc.  i.4:316, 
1955.  2.  Goodman,  L.  S.,  and  Gilman,  A.,  ed.:  The  Pharmacological  Basis  of 
Therapeutics,  ed.  3,  New  York,  The  Macmillan  Company,  1965,  p.  331.  3.  Roth, 
J.  L.  A.,  et  al.:  Gastroenterology  .44:146,  1963.  4.  Conney,  A.  H.,  and  Burns, 
J.  J.:  J.  Pharmacol.  Exp.  Ther.  1:25:340,  1960.  5.  Settel,  E.:  Clin.  Med.  6 :1373, 

1959.  6.  Berman,  H.  H.,  et  al.:  Dis.  Nerv. 
Syst.  25:430,  1964.  7.  Darienzo,  C.:  Ibid., 
27: 189,  1966.  *u.  s.  patent  no.  2,*9s,e77 

MCNEIL  LABORATORIES,  INC.,  FORT  WASHI NGTON,  PA. 


( McNEIl 


Ilic  recorded  data  repioducible  and  on  tlie  otlicr  make  it 
possible  to  utilize  the  memory  of  the  computer,  in  assisting 
the  bedside  clinician  to  make  better  prognosis  and  carry  out 
more  reliable  objective  evaluations  of  our  treatment.  The 
concepts,  explanations,  intellectual  methods  to  study  human 
reactions  to  illness  are  clarified  in  this  book. 

Tbc  book  is  beautifully  written  in  classic  prose.  It  is 
aphoristic  in  style.  It  will  be  an  insjiiration  in  the  pursuit  of 
scientific  methodology  to  students,  clinical  iinestigators  and 
those  aspiring  to  be  good  clinicians.  With  the  systematic 
method  worked  out  by  Professor  Feinstein,  he  and  others  to 
use  it  must  further  enrich  clinical  medicine  converting  it 
into  a growing  science,  and  a humanistic  one.  From  now  on 
clinical  medicine  will  never  be  tbe  same  again.  Clinical  judg- 
ment bas  been  placed  on  a scientific  foundation. 


THE  HANDHOOK  OF  PRESCRIPTIO^  DRUGS; 
Richard  Burack,  M.D.  (Official  l\ames.  Prices  and 
Sources  for  Patient  and  Doctor)  Pantheon  Books, 
Div.  of  Random  House,  Mew  York;  Paperback  $1.95. 

Reviewed  by:  P.Vl’L  H.  1..W  lE  FE.S 
Fids  handbook  seems  to  me  a must  for  phvsicians.  A\hile 
interesting  and  valuable  for  both  patient  and  doctor,  the 
appeal  to  the  patient  is  not  one  which  should  offend  most 
doctors.  Nor  is  it  undulv  harsh  on  the  drug  companies.  It 
presents  a fine,  brief,  factual,  and  critical  summary  of  the 
Kefauver  hearings.  It  emphasizes  that  the  doctors'  primary  re- 
sponsibility is  to  the  patient  and  that  the  eompany’s  efforts 
are  not  always  in  tliat  direction,  particularlv  in  the  areas  of 
education  and  pricing.  It  makes  a comincing  case  for  the 
use  of  generic  preparations  and  gives  u.seful  information  as  to 
their  axailabilitv.  I'lie  handbook's  ‘'Prescription  Drug  List” 
contains  much  useful  material. 

For  the  layman  the  handbook  explains  a great  deal  about 
the  reasons  for  overpreseribing  and  overpricing,  and  gives 
considerable  useful  information  about  drug  therapy.  Certain- 
ly this  is  much  better  than  the  sensational  information  so 
often  provided  in  the  articles  on  drugs  in  the  lay  press.  For 
the  physician  the  book  could  well  provide  a very  usefid 
bridge  between  C.oodman  and  Gilman  and  the  demands  of 
therapy  in  practice.  Revisions  will  undoubtedly  lead  to  con- 
stant improvement  as  tliere  will  undotdjtedly  be  manv  tcseful 
comments  from  pb\sician  readers. 


ft's  your  professional  privilege 
to  replenish  your  ranks . . . 


Give  to 

medical  education 
tlirougli  AMA-ERF 


American  Medical  Association 
Education  and  Research  Foundation 

535  N.  Dearborn  St.,  Chicago  10,  Illinois 


FREE  YOUR  PATIENTS  from 
/ deficient  neutralization 
/ poor  taste 
/ burdensome  cost 


with  DICARBOSir  antacid 


■ effective  neutralizing  power -Two  tablets  in  vitroi, 
provide  nearly  2 hours’  relief  within  effective  pH 
range  3 to  5.5. 

■ pleasant  taste  — A fresh  mint  flavor  patients  con- 
tinue to  enjoy,  because  with  Dicarbosil’s  unique* 
formulation,  chalky  aftertaste  is  no  longer  a problem. 

■ exceptional  economy— Due  to  its  high  neutraliza- 
tion capacity  combined  with  low  cost  (10  or  less 
per  tablet),  Dicarbosil  is  within  the  reach  of  all 
patients. 

1.  Schleif,  R.H.:  J.A.PH.A..  46:179,1957  *U.S.  Pal.  No.  3,062,714 

Active  Ingredients:  Calcium  Carbonate  Precipitated  0.489 
Gm„  Magnesium  Carbonate  0.011  Gm.,  Magnesium  TH- 
silicate  0.006  Gm. 


Write  for  Professional  Samples 

ARCH  LABORATORIES 

A Division  of  Lewis-Howe  Company 

319  South  4ih  Street  • St.  Louis,  Missouri  63102 
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CLASSIFIED  ADVERTISING 

59.00  for  25  words  or  less; 

$13.00  for  50  words;  20^  for  cacli  additional  word. 

50^  extia  if  keyed  through  CONNECTICUT  .MEDICIM 
I’.W.MU.E  IN  ADVANCE 

Closing  Date  for  copy:  lOlli  of  nioiith  I’RECEDING 
date  of  issue. 


ELDERLY  PSYCHIATRIST,  prepaiing  to  retire,  has  attrac- 
tive office  space  available.  Excellent  location  on  East  side  of 
Bridgeport.  Call  Bridgeport  334-2755  or  write  D.P.G.,  c/o 
Connecticut  Medicine. 

FOR  S.ALE;  beautiful  4-bedroom  brick  Colonial  home,  4- 
rooin  office  section,  2i,4  baths,  heated  garages.  Presently  oc- 
cupied by  myself.  Call  247-4288  or  write  M.  Hirschberg.  M.D., 
135  Blue  Hills  ,A.ve.,  Hartford. 


Patronize  Your  JOURNAL 
A dvertisers 


F.SI  ABI.IKMFU  1K90 


GUILDCRAFT  OPTICIANS 


HARTFORD  NEW  BRITAIN 


SPEECH  INSTRUMENTS:  We  are  the  sole 
distributors  in  Cormecticut  for  the  Cooper- 
Rand  and  the  Aurex  artificial  larynx  speech 
instruments. 

PROFESSIONAL  HEARING  AIDS  SERVICE 
located  at  699  Main  Street  in  HARTFORD 
(on  the  street  floor;  facing  Travelers  Insur- 
ance Co.) 

CALL  525-2131 

Information  Mailed  on  Request- 
No  Agents  Or  Solicitors 


Hartford  National  is  particularly  aware  of  the  banking 
needs  of  the  medical  profession.  We  pioneered  in  Group 
Retirement  programs,  including  PERP  ...  a Qualified 
Pension  Plan  for  Connecticut  Physicians  and  Em- 
ployees which  takes  advantage  of  new  tax  situations. 
Our  Trust  Division  specializes  in  many  other  areas, 
too,  including  those  below.  So  when  you’re  talking 
to  one  of  our  Trust  Officers,  you  are  talking  to  a 


• Investment  Management  for  Hospital 
Endowment  Funds 

• Pension  Plans  for  Hospital  Staff 
Employees 

• Personal  Investment  Management 

• Estate  Analysis 

To  discuss  what  our  special  skills  can  accomplish  for 
you,  contact  a Trust  Officer  at  any  office  fisted  below. 

HARTFORD^<^ATIONAL 

CONNECTICUT'S  FIRST  BANK 

Hartford:  Main  & Pearl  Streets  • Torrington:  236  Prospect  Street 
West  Hartford:  1010  Farmington  Avenue 
New  London:  250  State  Street  • Middletown:  336  Main  Street 
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special  Notices 


THE  AMERICAN  COLLEGE  OF  PHYSICIANS 

presents 

RADIOISOTOPES  AND  NUCLEAR  RADIATIONS  IN  MEDICINE 
December  4-8,  1967 

Donner  Laboratory,  University  of  California 
Berkeley,  California 

DIRECTOR:  JOHN  H.  LAWRENCE,  M.D.,  F.A.C.P. 

CO-DIRECTOR:  H.  S.  WINCHELL,  M.D. 

FEES:  A.C.P.  Members,  $60— Nonmembers,  $100 
(Minimal  Registration,  20;  Maximal  Registration,  60) 

NOTE:  Please  send  all  registrations,  request  for  informa- 
tion and  applications  to:  Edward  C.  Rosenow,  Jr.,  M.D., 
F.A.C.P.,  Executive  Director,  American  College  of  Physi- 
cians, 4200  Pitie  Street,  Philadelphia,  Pa.  19104 

SUMMARY  OF  COURSE 

Lectures  and  demonstrations  will  be  presented  on  basic 
theory  and  clinical  application  of  radioisotopes  and  nuclear 
radiations.  General  concepts  will  be  stressed  with  presently 
available  applications  cited  as  specific  examples.  This  format 
is  intended  to  provide  a broad  background  for  comprehen- 
sion of  both  present  and  future  developments  in  this  field 
rather  than  a discussion  limited  to  techniques  presently  in 
use. 

One  day  of  the  course  will  be  devoted  to  basic  physics  and 
radiobiological  material.  Three  days  will  be  devoted  to  gen- 
eral problems  in  tracer  kinetics  and  diagnostic  studies  of 
specific  organ  systems.  One  day  will  be  devoted  to  the  use 
of  radioisotopes  and  nuclear  radiations  in  therapy. 

HOTEL  ACCOMMODATIONS 

Hotel  Claremont,  Berkeley,  Calif.,  Mr.  E.  P.  Redfearn, 
Resident  Manager,  Single  Rooms,  $12.00,  Twin-bedded  rooms, 
$16.00. 

NOTE:  Bus  transportation  will  be  provided  between  the 
Claremont  Hotel  and  the  Lecture  Hall.  A book  of  lecture 
notes  summarizing  the  material  to  be  covered  will  be  dis- 
tributed on  the  first  class  meeting  day. 

YALE  UNIVERSITY  SCHOOL  OF  MEDICINE 

A POSTGRADUATE  COURSE  tor  PRACTICING  PHYSICIANS 

ADVANCES  RELATING  TO  MANAGEMENT  OF  CARCINOMA 
OF  THE  RECTUM 

Wednesday  afternoons,  November  22  & 29  and 
December  6,  1967 

A series  of  three  weekly  afternoon  sessions  featuring  lec- 
tures, workshop  sessions,  demonstrations,  movies,  case  presen- 
tations, and  question-answer  periods.  This  series  will  review 
established  concepts  and  present  newer  treatment  methods 
for  management  of  carcinoma  of  the  rectum.  The  course  is 
designed  to  cover  practical  aspects  for  the  practicing  physi- 
cian. 

November  22— Why  And  How  We  Can  Do  Better 

1 :30-2:00— Opening  Remarks.  Dr.  Jack  W.  Cole,  Ensign 
Professor  and  Chairman,  Department  of  Surgery. 


2:00-3:00— How  to  Establish  the  Diagnosis  While  the  Disease 
Can  be  Cured.  Dr.  Joseph  C.  Cleveland,  In- 
structor in  Surgery  and  Cancer  Coordinatior. 
Dr.  Arthur  R.  Clemett,  Associate  Professor  of 
Radiology. 

3:00-3:30— Movie— Technique  and  Indications  for  Sigmoido-  I 
scopy. 

3:30-4:00— Demonstration  of  Newer  Instruments  for 
Sigmoidoscopy. 

4:00-4:30— Case  Presentation,  Discussion,  Question-Answer 
Period. 

November  29— After  Biopsy,  Then  What? 

1 . ’30-2:00— Should  All  Patients  with  Cancer  of  the  Rectum 
Receive  Pre-Operative  Supervoltage  X-Ray 
Therapy?  Dr.  Morton  M.  Kligerman,  Professor 
and  Chairman,  Department  of  Radiolog}'. 

2:00-2: 15— Comment— Dr.  Cleveland. 

2: 15-2:45— Pathology  of  Specimens  Removed  after  Receiv- 
ing Pre-Operative  X-Ray  Therapy— Dr.  Romeo 
A.  Vidone,  Associate  Professor  of  Pathology. 

2:45-3:00— Question-.‘\nswer  Period  Concerning  Pre-Opera- 
tive X-Ray  Therapy. 

3:00-3:30— Must  the  Patient  Have  A Colostomy?  What 
About  Anterior  Resection  of  A “Pull-through"? 
Dr.  Cleveland. 

3:30-4: 15— Clinico-pathologic  Review.  Relation  of  Gross  and 
Microscopic  Pathology  to  Presentation  and  Prog- 
nosis. Dr.  ^'idone.  | 

4: 15-4:30— Question-Answer  Period.  ' 

December  6— Other  Problems 

1 :30-2: 15— Role  of  Chemotherapy  in  Carcinoma  of  the  Rec- 
tum. Dr.  Joseph  R.  Bertino,  Associate  Professor 
of  Pharmacology  and  Medicine. 

2: 15-3:00— Management  of  Late  and  Recurrent  Cases.  Dr. 
Cleveland. 

3:00-4:00— ^Vhat  About  Polyps?  Dr.  Cole  and  Dr.  Vidone. 

4:00-4:30— Workshop  Session. 

Program  Director:  Dr.  Joseph  C.  Cleveland,  Cancer  Co- 
ordinator, Department  of  Surgery.  Moderator:  Dr.  John  T. 
Mallams,  Emma  Freeman  Professor  for  Irradiation  Research, 
University  of  Texas  Southwestern  Medical  School,  Dallas; 
currently  Visiting  Professor  of  Radiology,  Yale  University 
School  of  Medicine. 

Time:  1:30  to  4:30  P.M.  on  three  successive  Wednesday 
afternoons,  November  22  and  29  and  December  6. 

Place:  Brady  Auditorium,  Yale-New  Haven  Medical  Center 
(entrance  at  310  Cedar  Street). 

Registration  fee  and  tuition:  $5.00  (for  series  of  three  con- 
ferences) .'\dmission  will  be  limited  to  physicians  who  have 
registered  in  advance.  Enrollment  cards  will  be  given  to 
registrants  at  the  initial  session.  Interns  and  residents  may  | 
register  without  charge. 
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Diagnosis: 

cystitis? 

* pyelonephritis? 
pyelitis? 
urethritis? 
prostatitis? 

in  any  case, 
usually  gram-negative* 


Therapy: 

two  500  mg.  Caplets®  q.i.d. 

(initial  adult  dose) 


idications:  Urinary  tract  infections  caused  by  gram-negative  and  some  gram- 
ositive  organisms. 

Ide  effects:  Mainly  mild,  transient  gastrointestinal  disturbances;  in 
ccasional  instances,  drowsiness,  fatigue,  pruritus,  rash,  urticaria,  mild 
osinophilia,  reversible  subjective  visual  disturbances  (overbrightness  of 
ghts,  change  in  visual  color  perception,  difficulty  in  focusing,  decrease  in 
isual  acuity  and  double  vision),  and  reversible  photosensitivity  reactions, 
larked  overdosage,  coupled  with  certain  predisposing  factors,  has  produced 
rief  convulsions  in  a few  patients. 

recautlons;  As  with  all  new  drugs,  blood  and  liver  function  tests  are  advis- 
ble  during  prolonged  treatment.  Pending  further  experience,  like  most 
hemotherapeutlc  agents,  this  drug  should  not  be  given  In  the  first  trimester 
I pregnancy.  It  must  be  used  cautiously  in  patients  with  iiver  disease  or 
evere  impairment  of  kidney  function.  Because  photosensitivity  reactions  have 
ccurred  in  a small  number  of  cases,  patients  should  be  cautioned  to  avoid 
nnecessary  exposure  to  direct  sunlight  while  receiving  NegGram,  and  if  a 
faction  occurs,  therapy  should  be  discontinued.  The  dosage  recommended 
)r  adults  and  children  should  not  arbitrarily  be  doubled  unless  under  the 
areful  supervision  of  a physician.  Bacterial  resistance  may  develop. 

/hen  testing  the  urine  for  glucose  in  patients  receiving  NegGram,  Clinistix® 
eagent  Strips  or  Tes-Tape®  should  be  used  since  other  reagents  give  a 
ilse-positive  reaction. 

losage;  Adults:  Four  Gm.  daily  by  mouth  (2  Caplets®  of  500  mg.  four  times 
ally)  for  one  to  two  weeks.  Thereafter,  If  prolonged  treatment  is  indicated, 
ie  dosage  may  be  reduced  to  two  Gm.  dally.  Children  may  be  given 
pproximateiy  25  mg.  per  pound  of  body  weight  per  day,  administered  in 
ivided  doses.  The  dosage  recommended  above  for  adults  and  children 
hould  not  arbitrarily  be  doubled  unless  under  the  careful  supervision  of  a 
hysician.  Until  further  experience  is  gained,  infants  under  1 month 
hould  not  be  treated  with  the  drug. 

low  supplied:  Buff-colored,  scored  Caplets®  of  500  mg.  for  adults,  conve- 
liently  available  in  bottles  of  56  (sufficient  for  one  fuil  week  of  therapy)  and  in 
otties  of  1000.  250  mg.  for  children,  available  in  bottles  of  56  and  1000. 

leferences:  (1)  Based  on  23  clinical  papers,  1512  cases.  Bibliography  on 
equest.  (2)  Bush,  I.  M.,  Orkin,  L.  A.,  and  Winter,  J.  W.,  in  Sylvester,  J.  C.: 
Antimicrobial  Agents  and  Chemotherapy  — 1964,  Ann  Arbor,  American 
Society  for  Microbiology,  1965,  p.  722. 

( 
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/Vinthrop  Laboratories,  New  York,  N.  Y.  10016 


NegGram* 

Brand  of 

nalidixic  acid 

a specific  anti-gram-negative 

eradicates  most  urinary 
tract  infections... 

• Low  incidence  of  untoward  effects;  no  fungal 
overgrowth,  crystalluria,  ototoxic  or  nephrotoxic 
effects  have  been  observed. 

• “Excellent"  or  “good"  response  reported  in 
more  than  2 out  of  3 patients  with  either  chronic 
or  acute  gram-negative  infections.^ 

*As  many  as  9 out  of  10  urinary  tract  infections  are  now  caused 
by  gram-negative  organisms:  E.  coli,  Klebsiella,  Aerobacter, 

Proteus,  Paracolon  or  Pseudomonas^. . . However,  infections  of  the 
urethra  and  prostate  caused  by  non-gonococcal  gram-negative 
organisms  are  believed  to  be  less  prevalent. 
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MANUSCRIPTS 

Manuscripts,  including  references  or  bibliography,  must 
be  typewritten,  double-spaced  on  white  paper  8]^  x 11 
inches  with  adequate  margins  on  firm  paper.  The  original 
copy,  not  the  carbon  copy  slioidd  be  submitted.  Carbon 
co|)ies  or  single  spaced  manuscripts  will  not  be  considered. 
Authority  for  approval  of  all  contributions  rests  with  the 
Editorial  Board,  and  the  Board  reserves  the  right  to  edit 
atiy  material  sitbmitted.  Receipt  of  manuscripts  will  be 
acknowledged  and  utnised  manu.scripts  returned.  Accepted 
matiuscripts  become  the  pennatient  property  of  the 
JouRNAt.  and  tnay  not  be  reprinted  elsewhere  without  per- 
inissioti  from  both  the  author  atid  Connf.cticut  Medicine. 
riie  author  is  rcspotisible  for  all  statements  made  in  his 
work,  incluiling  changes  made  by  the  copy  editor. 

Material  printed  iti  CoNNEcrticur  MEOictNE  is  covered  by 
copyright. 

I'he  JouRNAt.  docs  not  hold  itself  rcspotisible  for  state- 
ments made  by  any  contributor. 

’ ’ .STYLE 

The  first  page  should  list  title,  the  aitthor  (or  authors)  , 
degrees,  hospital  positions  and  any  institutional  or  other 
cretlits.  References  should  cotiform  to  the  usual  style  of 
the  Journal  (listing  name  and  itiitials  of  author,  title  of 
article,  journal,  volume  number,  first  and  last  pages  and 
year)  , and  shotild  be  cited  numerically  in  the  ortler  in 
which  they  appear  iti  the  text;  the  number  should  be 
limited  to  the  absolute  mitiitmmi. 


LENGTH  OE  ARTICLES 
Ordinary  at  tides  should  not  exceed  3,000  words  (ap- 
proximately 3 printed  pages)  . Under  exceptional  circum- 
stances only  will  articles  of  more  than  4,000  words  be 
published. 

‘ ILLUSTR.4TIONS 


Illustrations  should  be  numbered  consecutively  and  itidi- 
cated  in  the  text.  'Ehe  nitmbcr,  itidication  of  the  top,  and 
the  author’s  name  should  be  attached  to  the  back  of  each 
illustration.  Legend  should  be  typed,  numbered,  and  at- 
tached to  each  illustration.  Photographs  should  be  clear 
and  distinct;  drawings  sbould  be  made  in  black  ink  (pre- 
ferably India  ink)  on  white  paper.  For  half  tones,  glossy 
photographs  should  be  submitted.  Connecticut  Medicine 
will  bear  the  cost  of  printing  two  cuts  accompanying 
manuscripts  submitted  for  publication.  The  cost  of  print- 
ing more  than  two  cuts  must  be  home  by  the  author. 


NEWS 

Our  readers  are  requested  to  send  in  items  of  news, 
also  marked  copies  of  newspapers  containing  matter  of 
interest  to  physicians,  l.ctteis  intended  for  publication 
should  be  marked  “For  Publication.’’  We  shall  be  glad 
to  know  the  name  of  the  sender  in  every  instance.  All  copy 
should  be  received  one  month  prior  to  the  expected  date 
of  publication. 

ADVERTISING 

.‘Ml  advcitising  copy  of  products  approved  by  the 
Advertising  Committee  of  the  State  Medical  Journal 
Advertising  Bureau  of  Chicago  shall  be  accepted  for 
|)ublication  unless  such  copy  is  in  conflict  with  official 
policies  of  the  Connecticut  State  Medical  Society.  Non- 
Bureau  advertisements  in  this  issue  have  heen  reviewed 
and  found  to  comply  with  the  principles  of  advertising  of 
the  State  Medical  journal  Advertising  Bureau,  Inc.  The 
acceptance  of  advertisements  does  not  necessarily  imply 
endorsement  of  any  jnoduct  or  service  by  CoNNEcrricur 
Medicine. 

Material  other  thati  original  articles  should  be  received 
not  later  than  the  10th  of  the  month  PRECEDING 
date  of  issue. 

REPRINTS 

Reprint  orders  should  be  retnined  at  once  as  the  type 
will  be  destroyed  immediately  following  publication  of 
the  manuscript.  'Lite  Journal  does  not  stock  reprints  of 
the  articles  published.  Requests  for  individual  reprints 
sliould  be  sent  to  the  author. 

Communications  should  be  addressed  to  Connecticut 
Medicine,  160  St.  Ronan  Street,  New  Haven,  Conn.,  06511 
Telephone  865-0587. 
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VENTRICULAR  ANEURYSMS  BEFORE  AND  AFTER  SURGERY 


Figure  3— “Ventricular  Aneurysms:  Considerations  in  Diagnosis  and  Treatment,” 
VVestcott,  Richard  N.,  The  Heart  Bulletin,  March-April  1966. 

Copyrighted  by  llie  ^fedical  Arts  Publisliiiig  Foundation,  1966.  Reprinted  by  permission. 
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editorials 


Alcohol  And  Traffic  Deaths 

Motor  vehicle  deaths  in  1958  were  36,981,  in  1966 
they  were  52,500.  In  most  o£  the  cases  there  is  a 
marked  crushing  or  deformation  of  the  cars  involved. 
This  means  high  speed  crashes  and  this  is  where 
“speed  kills”  is  derived.  Why  were  these  high  speed 
cars  so  ill  controlled  that  a fatal  or  very  serious  injury 
was  the  result?  To  be  sure,  the  brakes  may  have  been 
defective,  the  road  slippery  and  poorly  designed,  the 
visibility  poor.  However,  one  very  important  reason 
is  that  well  over  half  of  all  fatally  injured  drivers  had 
been  drinking.  Among  drivers  found  responsible  for 
the  fatal  crash,  two-thirds  had  been  drinking  and 
in  one  car  fatal  crashes  seven  out  of  ten  had  been 
drinking.!  And  so  the  question  arises,  what  kind  of 
drinking?  After  all  millions  of  people  drink  and 
drive  and  are  still  alive. 

We  gain  a glimpse  of  the  reason  from  McCarroll 
and  Haddon’s^  study  of  eighty-three  drivers  killed 
in  one  car  crashes.  Only  3 per  cent  had  blood  alcohol 
levels  below  .05  per  cent.  Half  had  blood  alcohol 
levels  of  .15  per  cent  or  more  at  death.  Clearly 
drinking  drivers  deemed  responsible  for  fatal  ac- 
cidents most  often  have  the  higher  blood  levels.  This 
fact  was  recognized  as  far  back  as  1926  in  Norway^ 
where  everyone  who  violates  the  drinking  law  goes 
to  jail.  Suspension  of  fines  and  jail  sentences,  the 
curse  of  the  American  road  is  not  known  in  Norway. 
Sweden  joined  Norway  in  1957  in  making  .05  per 
cent  blood  alcohol  level  as  the  limit  for  drivers. 

We  must  remember  that  normal  civilized  leisurely 
consumption  of  alcoholic  beverages  in  the  course  of 
a good  dinner  will  almost  never  produce  a blood 
alcohol  level  above  .05  per  cent.  Even  below  this  level 
impaired  driving  may  result  since  20  per  cent  of 
drivers  with  this  level  will  be  grossly  impaired.  But 
as  a practical  limit  which  will  not  interfere  with 
good  living,  the  .05  per  cent  limit  will  prevent  ab- 
normal driving  for  the  most  part.  This  was  the 
conclusion  of  a superbly  conducted  controlled  test 
and  can  not  be  exaggerated.^ 

With  the  repeal  of  prohibition  in  1933,  motor 


vehicle  deaths  in  the  United  States  increased  spec- 
tacularly from  31,363  in  1933  to  39,643  in  1937''. 
Alarmed  by  this  rapidly  developing  trend  the  AMA 
appointed  a committee  to  study  the  problem  of 
motor  vehicle  accidents  and  its  attention  was  almost 
entirely  devoted  to  the  matter  of  the  drinking 
drivers.  The  committee  advocated  that  persons  with 
a concentration  of  less  than  .05  per  cent  should  not 
be  prosecuted  for  driving  while  under  the  influence 
of  alcoholic  liquor,  that  persons  with  concentration 
above  .15  per  cent  show  definite  loss  of  clearness  of 
intellect  and  control  of  themselves.  Between  .05  per 
cent  and  .15  per  cent  a great  many  persons  definitely 
will  be  under  the  influence.  It  would  seem  that  the 
logical  thing  is  to  place  levels  at  which  almost  no-one 
is  impaired,  the  very  point  accepted  in  Norway 
forty  years  ago.  To  place  the  ceiling  level  at  .15  ner 
cent  was  a clear  mandate  for  the  chronic  alcoholic 
to  drive  upon  our  public  hiehwavs  and  place  in- 
nocent people  in  ieonardy.  Unfortunately  because 
of  the  AMA  mandate  the  courts  set  0.165  level  divid- 
ing drunk  and  sober!  Only  a higher  figure  could  be 
further  from  the  truth. 

The  result  of  this  all  too  tolerant  approach  has 
been  mentioned  above,  that  half  of  all  fatally  injured 
drivers  had  been  drinking;  among  drivers  found  to 
be  responsible  for  fatal  accidents,  two-thirds  had 
been  drinkin?  and  in  the  one  car  fatal  crashes  seven 
out  of  ten  had  been  drinking.  The  result  was  that 
the  figures  accepted  above  was  reversed  in  1958  and 
it  was  stated  that  blood  alcohol  concentrations  of 
.05  per  cent  will  definitely  impair  the  driving  ability 
of  some  individuals  and  as  blood  alcohol  concentra- 
tion increases  a progressively  higher  proportion  of 
such  individuals  are  so  affected  until  at  blood  alcohol 
concentrations  of  .10  per  cent  all  individuals  are 
definitely  impaired. 

Two  obvious  inferences  from  the  data  that  have 
accumulated  are,  first  that  the  problem  drinker,  the 
chronic  alcoholic  played  an  inordinate  role  in  traffic 
accidents,  and  the  other  is,  that  it  is  urgent  that  we 
approach  the  problem  of  the  alcoholic  by  treatment 
not  punishment.  It  is  estimated  that  there  are  be- 
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Figure  3.  A Ventricular  aneurysm  in  a 53-year-old  diabetic  man  five  days  after 
acute  anterior  infarction.  B,  Roentgen  appearance  of  the  same  patient  two  months 
after  aneurysmectomy  was  performed  because  of  congestive  heart  failure. 
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twcfn  five  and  six  inilliun  chionic  alcoholics  in  this 
country  and  that  about  80  per  cent  of  them  drive 
automobiles. 

Drivers  under  age  twenty-four  have  the  highest 
death  role  of  any  age  group'*  and  a large  proportion 
of  them  arc  heavy  drinkers.  When  influenced 
mentally  by  alcohol  he  does  not  realize  how  fast  he 
is  driving  and  is  in  no  physical  condition  to  control 
a car  driven  at  high  speed.  A large  proportion  of 
them  are  heavy  drinkers  although  they  are  not  yet 
chronic  alcoholics  but  they  have  a drinking  problem. 

Even  though  the  cure  of  the  chronic  alcoholic  is 
difficult  and  time  consuming  and  subject  to  relapse, 
we  must  make  a first  step  in  this  direction,  d'he  first 
step  ill  a rational  approach  is  to  consider  the  alco- 
holic and  psychiatric  aspects  of  traffic  safety  by  the 
establishment  of  a psychiatric  clinic  in  conjunction 
with  both  the  criminal  and  traffic  divisions  of  all  the 
lower  courts  in  the  nation.  Cdinics  in  Chicago. 
Detroit,  New  York  and  Baltimore  are  prototypes  and 
examples  in  this  field.  In  place  of  the  “revolving 
door”  policy  operating  in  most  areas,  in  these  cities 
a repetitive  offender  or  a (juestionable  first  offender 
is  referred  to  the  clinic  for  evaluation  before  sen- 
tencing. It  is  amazing  what  an  assortment  of  ab- 
normal people  have  been  provided  with  valid  drivers 
licenses 

When  an  investigation  of  his  background  by  the 
psychiatric  clinic  reveals  that  a given  driver,  even 
in  his  first  offense,  is  a problem  dritiker  or  a chronic 
alcoholic  it  is  futile  to  fine  him  or  send  him  to  jail 
or  to  suspend  him  and  then  give  him  another  chance. 
He  must  be  referred  to  a specialized  treatment  center 
and  while  here  every  service  should  be  provided  to 
help  rehabilitate  him.  This  includes  psychiatric 
evaluation  and  treatment,  alcoholics  anonymous  and 
Pastoral  counselling.  It  is  essential  that  he  be  kept 
off  the  road  until  there  is  reasonable  assurance  that 
he  can  drive  normally. 

The  report  of  Selzer  and  Weis.s*^  has  great  signifi- 
cance. Many  of  the  alcoholic  drivers  had  a long 
history  of  serious  psychopathology.  'Ehey  were  para- 
noid, violent,  depressed,  suicidal.  .Some  had  just 
beem  relea.sed  from  a state  mental  hospital  after 
undergoing  treatment  for  habitual  alcoholism. 

CampbelD  calls  attention  to  three  recent  events  of 
great  importance  to  the  chronic  alcoholic.  In  the 
Easter  vs.  District  of  Columbia  and  in  the  Driver  vs. 
Hinant  (North  Carolina  decisions^'’' 'i-  two  U.S. 
Court  of  Appeals  have  held  that  a chronic  alcoholic 
may  not  be  convicted  for  being  intoxicated  in  public. 
Judge  Samuel  M.  Kirbens  writes^-  “Rehabilitation 


of  the  alcoholic  must  truly  become  an  inter-disciplin- 
ary enterprise.  The  discijdines  of  law,  medicine, 
penology,  p.sychiatry,  welfare,  and  religion  all  have 
a role  to  play  in  devising  civil  procedures  to  replace 
outmoded  criminal  sanctions." 

This  new  scientific  approach  to  the  jrroblem  may 
Ije  seen  further  in  the  announcement  on  October 
1966  that  a National  Cienter  for  Prevention  and 
Control  of  Alcoholism  has  been  created  at  the  NIMII 
at  Bethesda,  Maryland.  .\ho,  the  National  Traffic 
and  Motor  Vehicle  Safety  .Act  of  1966  and  the  High- 
way Safety  .Act  of  1966  which  will  bring  influence  to 
bear  u])on  state  highway  safety  programs.-'*  If  we 
accept  the  Norway  limit  of  .0.5  per  c etu  blood  alcohol 
levels  and  work  to  rehabilitate  our  alcoholics  we  will 
avoid  not  merely  the  death  of  the  alcoholic  himsell 
on  the  highway  but  the  itmocent  ch  iver  with  whom 
he  collides. 

I..H.N. 
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Before  prescribing,  see  complete  prescribing 
information  in  SK&F  literature  or  PDR.  A brief 
precautionary  statement  follows. 
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has  been  established. 
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The  Present  Status  of  Hodgkin's 
Disease 

Hodgkin’s  disease  is  responsible  for  one  out  of 
every  hundred  deaths  due  to  cancer  in  this  country. 
It  is  found  the  world  ovuj  and  seems  unrelated  to 
status  or  occupation.  It  is  twice  as  common  in  men 
as  in  women  with  a peak  frecjuency  in  the  third 
decade  although  it  has  been  reported  in  very  young 
children.  When  it  begins,  its  symptoms  are  often 
suggestive  of  inflammation  or  an  infectious  process 
but  at  its  end  it  most  closely  resembles  a malignancy. 
In  the  past  many  organisms  have  been  considered 
etiologic  agents  but  now  interest  centers  on  the  pos- 
sible role  of  the  immune  mechanism  in  pathogenesis 
and  on  viruses  in  etiology. 

An  important  recent  development  in  Hodgkin’s 
disease  is  the  realization  of  the  significance  of  staging 
in  the  prognosis  and  treatment.  Because  of  improved 
diagnostic  aids  in  the  laboratory  and  radiology  the 
extent  of  the  disease  can  be  delineated  much  more 
precisely.  The  stage  of  the  disease  is  probably  the 
most  important  factor  in  indicating  the  type  of 
therapy  to  be  employed  as  well  as  in  estimating  the 
prognosis.  The  stages  are  defined  in  I— IV  categories 
according  to  the  classification  that  was  adopted  at  the 
1965  conference  mentioned  by  Perry.  Stage  I is  when 
the  disease  is  localized  in  one  anatomical  region, 
most  commonly  an  enlarged  group  of  nodes  on  one 
side  of  the  neck.  Stage  II  is  when  the  disease  is 
limited  to  two  regions.  In  Stage  III  disease  is  on 
both  sides  of  the  diaphragm  but  limited  to  involve- 
ment of  nodes,  spleen  and  Waldeyer’s  ring.  Stage  IV 
is  involvement  of  bone  marrow,  parenchyma  of 
lung,  liver  and  bone. 

Treatment  is  likely  to  be  most  successful  wTen 
the  disease  is  first  diagnosed  and  hopefully  local- 
ized to  a few  lymph  nodes.  In  such  patients  John- 
son reports  an  excellent  response  to  radiation 
therapy  especially  if  there  is  absence  of  constitu- 
tional symptoms.  There  is  now  historical  evidence 
that  many  of  these  patients  can  have  a normal  life 
expectancy.  Even  in  patients  with  constitutional 
symptoms  or  more  widespread  disease  or  both, 
there  is  observetl  complete  disappearance  of  tumor 
and  symptoms  after  radiotherapy  and  a majority 
of  these  patients  have  remained  clinically  free  of 
Hodgkin’s  disease  after  completion  of  treatment. 
By  using  the  available  information  on  the  radia- 
tion dosage  recpiired  to  eradicate  Hodgkin’s  dis- 
ease locally,  there  is  available  the  opportunity  to 
apply  a rationally  designed  and  potentially  cura- 
tive treatment  regimen  to  the  majority  of  new 


patients  who  are  diagnosed  early.  For  this  reason 
radiotherapy  is  used  in  stage  I and  II  in  which 
drugs  are  not  to  be  used. 

We  must  remember  that  drugs  affect  not  only 
tumor  cells  but  almost  always  normal  tissues  as 
well.  However,  Hodgkin’s  is  a responsive  tumor 
and  with  proper  drug  therapy  one  can  expect  ex- 
cellent clinical  control  of  the  disease  for  relatively 
long  periods  of  time  even  years.  Besides  this  is  the 
fact  that  several  agents  are  all  effective  in  shrink- 
ing tumor  masses  in  patients  with  Hodgkin’s  dis- 
ease. The  agents  are  not  cross  resistant  and  there- 
fore may  be  used  singly  or  in  combination  simul- 
taneously. The  four  clinically  proven  drugs  of 
value  are  nitrogen  mustard,  chlorambucil,  cyclo- 
phosphamide and  vinblastine.  In  addition  there  is 
benzmethyzine  HCl,  and  prednisone  each  effective 
from  30—100  per  cent  of  cases. 

When  these  drugs  are  properly  used  one  can 
expect  relatively  long  control  of  the  disease.  The 
problem  still  remains  concerning  the  optimum  use 
of  these  compounds.  There  are  available  three 
measurements  of  response  that  one  must  follow  in 
the  use  of  these  drugs.  One  is  estimation  of  the 
drug’s  ability  to  induce  a remission.  Another  is  the 
duration  of  the  remission  induced.  Finally  is  the 
effect  of  the  drug  on  survival.  Dr.  Carbone  points 
out  that  from  his  experience  vinblastine  is  the  first 
drug  of  choice  and  can  induce  a remission  in  80 
per  cent  of  patients  whether  treated  intermittently 
or  continuously. 

The  search  for  specific  etiologic  agents  as  well 
as  specific  curative  therapy  is  being  actively  pur- 
sued by  many  laboratories.  However,  it  is  well  to 
remember  that  present  day  chemotherapy  can  con- 
trol the  symptoms  and  signs  of  the  disease  in  most 
patients.  Single  agent  chemotherapy  destroys  large 
numbers  of  tumor  cells.  Combination  chemother- 
apy probably  destroys  more.  Therefore,  survival 
of  patients  should  be  improved  by  proper  manipu- 
lation of  the  available  therapeutic  drugs.  Survival 
of  patients  can  be  prolonged,  complete  eradication 
of  tumor  cells  can  be  achieved  in  some  patients 
and  thus  there  is  now  good  reason  for  a more 
optimistic  outlook  in  Hodgkin’s  disease. 

In  Hodgkin’s  disease  there  appears  to  be  a dis- 
sociation between  antibody  formation  and  delayed 
hypersensitivity.  There  is  definitely  an  immuno- 
logic defect.  If  we  could  correct  it  would  the  pa- 
tient be  improved  either  by  regression  of  the 
lymphoma  or  by  enhanced  resistance  to  infection 
wdtich  is  such  a prominent  feature  in  the  late  stages 
of  Hodgkin’s  disease.  It  seems,  however,  that  the 
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degree  of  immunologic  impairment  is  related  to 
the  anotomic  extent  of  the  disease  and  this  woidd 
suggest  that  the  impairment  is  secondary  to  the 
disease  and  not  a pre-existent  etiologic  event. 

I'here  is  as  Dr.  Haynes  points  out  a striking  re- 
lationship between  immunologic  reactivity  and  the 
peripheral  lymphocyte  count.  There  is  also  a lym- 
phocytic depletion  in  biopsied  lymph  nodes.  Finally 
there  is  evidence  that  the  lymphocyte  in  the  periph- 
eral blood  of  Hodgkin’s  disease  patients  do  not 
perform  normally  in  vitro.  If  the  depression  of  anti- 
body formation  were  due  to  insufficient  numbers  of 
functional  lymphocytes  what  would  happen  if  we 
gave  normal  lymphocytes  by  infusion  in  such  pa- 
tients? Up  to  the  present  time  this  method  has  proved 
unsuccessful.  I'he  evidence  uj)  to  now  is  that  the  im- 
munologic impairment  is  a consetpience  of  the  stage 
of  Hodgkin’s  disease  and  is  not  an  antecedent  factor. 
For  the  present  we  must  rely  on  the  production  of  a 
remission  of  the  disease  by  radiology  and  chemo- 
therapy in  order  to  improve  the  immune  compe- 
tence. If  there  is  an  immunologic  defect  in  Hodg- 
kin’s disease  we  have  an  explanation  for  the 
fretjuency  of  various  infections  that  alllict  patients 
in  the  later  stages  of  the  disease. 


L.H.N. 
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Experiments  In  Medical  Education: 

I The  Method  Of  Self-Assessment 

All  physicians  who  graduate  from  a medical 
school  spend  the  rest  of  their  lives  in  the  pursuit 
of  medical  competence.  What  must  they  do  about 
continuing  this  education  every  day  of  their  lives? 
T he  half-life  of  medical  knowledge  is  now  six  to 
seven  years.  'Fhis  means  we  must  learn  new  knowl- 
edge, a new  vocabulary  and  its  usage.  We  try  to 
do  this  through  medical  meetings,  postgraduate 
courses  and  discussion  with  other  physicians.  There 
will  emerge  many  new  methods  of  learning  such 
as  programmed  instruction, ^ various  kinds  of  self 
evaluation,  films,  tapes,  computers.  But  how  do 
you  come  to  be  motivated.  First  the  physician  needs 
to  know  he  is  falling  behind.  He  must  know 
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whether  he  is  up  to  dale  or  not  willunil  tear  of 
losing  status  or  privileges. 

riie  American  College  ol  Physicians  began  to 
grapple  with  this  problem  and  appointed  an  ad 
hoc  committee  which  viewed  all  the  various  elforts 
made  in  relation  to  continuing  education.-  Afost 
of  these  were  very  good  but  there  seemed  to  Ire 
missing  from  all  these  programs  one  common  de- 
nominator. This  Avas  the  factor  that  no  one  includ- 
ing himself  knew  what  the  doctor  did  not  know 
that  he  shoidd  know.  In  other  Avoids  the  physician 
needed  to  e\aluate  himself,  his  oavii  knowledge. 

It  was  assumed  by  the  Committee  that  jrhysicians 
do  Avant  to  learn  and  increase  in  excellence;  that 
they  Avould  like  to  knoAv  their  tleficiences  pro- 
vided no  one  else  knew  them. 

■ After  many  hours  of  disciLssion  it  Avas  decidetl 
Iry  the  Committee  that  they  would  jrropose  .some 
form  of  voluntary  self-eAalualion  of  the  members, 
'lire  plan  Avas  essentially  as  follows:  members 

Avoiild  A'olunteer  to  t:ike  .sell  appraisal  of  (heir 
medical  knowledge  in  internal  metlicine;  this  j 
Avould  be  taken  at  their  comenience  Avith  or  Avilh- 
out  help,  the  ansAvers  would  be  gratled  by  a com- 
jruter  and  the  I'esults  woidd  be  sent  by  confidential 
mail  back  to  the  member;  the  computer  would 
print  out  references  for  these  (pieslions  Avhich 
were  answered  correctly  or  incorrectly  and  the 
name  and  series  wotild  be  erasetl. 

I’lie  idea  was  simply  to  ttllow  the  membeis  who 
Avish,  to  have  a self-a.ssessment  ol  their  medical 
knoAvledge  in  varioits  areas,  neurology,  heart  and 
\ascular,  gastroentercrlogy,  pulmonary,  infectious 
disease  and  allergy,  kidney,  hematology,  rheuma- 
tology, endocrinology  and  metabolism.  It  is  anti- 
cipated that  the  self-assessment  stitdy  Avill  take 
abottt  eight  hours  to  comjjlete.  'rite  College,  of 
course,  is  most  anxious  to  know  if  this  and  other 
tyjjes  of  plans  for  contintnng  educaiioti  ate  needed 
and  Avanted  by  the  members.  They  Avant  the  mem- 
bers to  Imd  out  wh;tt  Avas  tieAV  in  the  specific  frelds 
Avhich  might  be  ttpplicd  in  the  jntictice  of  medicine. 

Of  cotirse,  the  tdtimate  goal  of  all  continuing 
education  is  to  inlhtence  the  physicittn's  patteiirs 
of  practice  ;ind  elevate  his  standaicis.  .Self-assess- 
ment is  only  Avorthwhile  if  the  physician  is  moli- 
\atecl  to  continue  to  imjaoAe  his  knowledge.  .\1- 
thottgh  large  numbers  of  postgiaduale  cctuises, 
1,6-f]  in  the  year  l9()5-l!H)(i  hace  been  ;incl  are 
being  given  there  are  many  laults  Aviih  the  ctirrent 
olferitigs  in  postgrachiate  educaiicm.  Often  thev  | 
are  archaic,  inappro[)riate  and  ineffectice  and 
rarely  is  the  legistiant  gi\en  an  o|)portunity  lo 
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when  he  just  can’t  sleep 

Tuinar 


One-Haif  Sodium  Amobarbital  and 
One-Half  Sodium  Secobarbital 
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Tuinal  helps  wakeful  patients  fall  asleep  fast,  stay 
asleep  all  night. 
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pal  licij)aic  actively.  The  lecture  inetliod  which  is 
Ijcing  aliancloned  in  undergraduate  education  still 
remains  the  hackhone  ot  postgraduate  jirograins, 
e\en  though  we  know  that  retention  ol  materials 
Irom  lectures  is  poor.  The  subject  matter  and  pre- 
sentiition  imiy  not  he  pertinent  to  the  prticticing 
physicians  needs  or  interests.  I he  (inriculum  is 
usually  liagmentary  and  not  systematically  planned. 

The  deterrents  to  continuing  education  oi  the 
physician  are  now  known.  No  one  takes  care  oi 
his  patients  while  he  is  away.  Coitoses  are  held  at 
unsuitithle  times.  Cost  in  money  and  time  awa\ 
irom  ])ractice  is  prohibitive.  I'here  is  a multiplicity 
ol  other  meetings.  I’he  subject  imitter  is  not  suited 
to  the  jjhysician's  needs.  I here  is  a lack  oi  courses 
in  the  physician’s  area.  There  is  jrrevicjus  itnsatis- 
lactory  experience  with  jjoor  courses.  There  is  lack 
ol  inlormatiou  about  cour.ses.  In  spite  oi  the,se 
handictips  the  number  ol  courses  has  increased  50 
per  cent  and  registrants  threelolcl,  so  avid  is  the 
physician  to  impro\e  his  standards  oi  practice. 

I here  lemains,  howe\er,  two  paramount  cpies- 
lions  we  must  ask  oursehes.  .\re  the  postgrtiduate 
programs  re;iching  the  jihysician  who  most  needs 
help?  Are  we  jneniding  eductitional  opportunities 
which  will  tilter  the  physician's  w;iy  oi  practice  and 
elevate  his  standards?  There  :ue  many  ])hysici;nis 
who  have  never  .seriously  been  iinolved  in  ;mv 
lorm  ol  continuitig  education,  no  postgraduate 
cotnses,  irregular  attendance  at  hospital  stall  meet- 
ings, unopened  medical  journals  and  attendance 
at  medical  meetings  esjjecially  lor  their  socitil  lunc- 
tions.  1 here  is  no  relialile  d,it;i  on  hciw  manv 
such  physic ittiis  there  are. 

I he  othei  cpiestion  is  e\eii  more  thoiiu;  are  our 
tt  aclitional  ellorts  in  jiostgi  achiate  medical  educa- 
tion achiexing  their  goal  with  tho.se  who  do  par- 
ticipate.' Do  the\  iictually  allect  changes  in  the 
physician’s  iiattern  ol  jnactice  and  ele\;tte  his  stan- 
dards: are  the  physician's  basic  attitudes  iiiiprosed? 
Tllorts  to  e\ ablate  the  ellecti\ eness  ol  postgrachtate 
(ouises  lia\c  not  Iieen  \er\  liuitliil  and  again  one 
call  only  guc’ss.  Ihe  method  ol  selTassessment 
suggested  aho\e  could  in  lime  uncoxer  answers  to 
these  c|uestions. 

I ,.1I.N. 

References 

I.  ilium.  I . II  : \ iun\  siiuiuc*  ot  Icai  nine*;  ju  ()_<>i  .imiiicil 

iiisli  IK  lion.  C (11111.  Mc“(l..  29:  I.'i.'!.  \t;mli  I9C),'). 

- Itull.  tl.  R.:  Ihe  iiicdii.il  know  ledge  sell  assessiiu  iil  |mi- 

.giaiii.  I lie  Itiilleliii  ol  Xiiieiicaii  College  ol  IMusidans.  cS: 

Sejii.  1 9()7. 


The  Median  Eminence  Gland: 

A Neuroendocrine  Transducer 

We  have  known  lor  ;i  long  time  that  the  anterior 
pituitary  is  allected  by  the  brain.  There  are  case 
reports  ol  pituittiry  lailurc'  lollowing  by potluilamic 
cli.sease.  When  sarcoid  damages  the  stalk  ol  the 
pituitaiy  it  produces  the  “pituitary  denervation 
syndrome’’  much  as  section  ol  the  stalk  does.  In  this 
case  secretion  ot  trcjpic  hormones  ol  the  jntuitary 
is  inhihitecl.  ^\'e  also  know  tiuit  in  certttin  tuiimals 
there  is  neural  control  ol  gonadal  Ituiction.  .Some 
oxuhite  only  alter  copuhition.  Soiik“  have  endo- 
genous neural  rhythms  lor  oxiihition. 

The  jiart  ol  the  hypothahimus  which  is  now 
known  to  control  pituittiry  lunctioti  is  the  median 
emitience  ghtnd.  This  structure  lorms  the  central 
portion  ol  the  base  ol  the  hypothalamus.  Jt  has  been 
niodihed  so  that  substances  secreted  by  nerxe  endings 
in  this  region  can  be  transmitted  by  way  ol  blood 
\essels  to  the  anterior  jjituitary  through  its  stalk. 
I his  structure  is  cpiite  analogous  to  the  posterior 
pituitarx  (neural  lobe)  . ’The  hypothalamus  synthe- 
si/esmost  ol  the  anti-diuretic  hormone  (.\DH)  which 
is  conducted  by  axonal  lloxv  through  the  axons  to 
acctunulate  in  nerve  endings  in  the  netnal  lobe. 

■ Viter  ati  ajijjtojjiiate  physiologic  stimultis  to  release 
the  .VDH,  the  jnopagated  ticticm  potential  tiiggers 
the  leletise  ol  .VDH,  prelormed  aticl  xvaiting,  stored 
in  the  nerxe  endings  ol  the  neural  lobe. 

V similar  process  occuis  in  the  median  eminence 
which  is  innerviited  by  the  endings  ol  xery  small 
libels  that  are  located  tiround  the  lease  ol  the 
hx poihalamus.  J here  nerxes  end  in  rehition  to  the 
perixastuhu  capillaix  spates  and  the  blood  lioin 
these  capillaries  is  clelixered  Imallx  to  the  anterioi 
lobe  by  the  hx pcejehyseal  jeortal  circulation.  Ihe 
arterial  blood  xvhich  perluses  the  median  eminence 
capillaries  is  enriched  bx  these  neurohumors.  Thus 
the  median  eminence  gland  is  the  critical  translei 
/one  that  seems  to  lie  important  in  neural  piitiilarx 
control. 

V isuali/ation  ol  this  system  in  animals  has  been 
achiexed  by  perlusion  xxith  India  ink.  1 he  electron 
microNcope  rexeals  that  the  median  emincMice  gland 
is  made  up  ol  a mass  ol  jiacked  nerxe  endings, 
capillaries  and  jiei  ix  asc  ular  spaces.  Ihe  netircj- 
Inimoial  mateiial  is  in  nerxe  xesicles  in  the  clubbed 
nerxe  endings.  Vs  ihc  xesicles  emjnx.  the  jcrelormed 
neurohumors  dilluse  through  the-  plasma  nieni- 
braiies.  jic  rix asc ular  sjitices.  capill.try  basement  mem- 
biane.  capillaix  endothelial  wall,  and  then  enter  the 
jiortal  xessel  blood  stream. 
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I here  are  many  classic  expcrimeius  Uiai  support 
the  view  that  this  region  ot  the  brain  is  uniipicly 
capable  of  regulating  anterior  pituitary  functions. 
Some  are  even  taken  from  transjilantation  experi- 
ments in  which  only  when  the  median  eminence  is 
jilaced  in  proper  relation  to  the  anterior  pituitary, 
will  pituitary  function  develop  normally. 

II  the  median  eminence  is  indeed  a neuroendo- 
crine organ  for  regulation  of  anterior  pituitary 
function,  then  it  should  be  possible  to  cause  de- 
fects in  pituitary  function  by  means  of  destructive 
lesions  in  the  median  eminence  gland.  By  stimulat- 
ing this  region  electrically  it  should  be  possible  to 
cause  secretion  by  anterior  jiituitary.  Finally  it 
ought  to  be  possible  to  isolate  the  neurohumoral 
transmitters  which  are  capable  of  altering  pitui- 
tary function.  All  of  these  experimental  models 
have  been  employed  and  found  conhrmatory  of 
the  role  of  the  median  eminence  gland  in  con- 
trolling anterior  pituitary  function. 

W'hen  Click  and  his  associates  developed  an 
inimunochemical  assay  for  estimating  growth  hor- 
mone in  the  plasma,  a tool  was  made  available  to 
study  one  of  the  anterior  pituitary  hormones.  This 
was  especially  felicitous  when  it  w'as  shown  that 
hypoglycemia  induced  by  insulin  causes  growth 
hormone  discharge  and  thus  it  was  possible  to  in- 
vestigate what  structure  is  responsible.  Reichlin- 
by  elegant  experiments  producing  lesions  in  vari- 
ous areas  of  the  nervous  system  found  that  only 
lesions  in  the  median  eminence  jDievented  grow'th 
hormone  liberation.  In  short  the  growth  hormone 
discharge  in  response  to  hypoglycemia  depends 
upon  the  integrity  of  the  median  eminence  and 
the  neural  mechanism  is  operative  both  in  labora- 
tory animals  and  man.  In  addition  to  liberating 
growth  hormone,  a number  of  other  neuroendo- 
crine reactions  are  also  hypoglycemic  responsive. 
There  is  reflex  ACTH,  and  epinephrine  release 
also.3-6 

If  the  median  eminence  is  a gland  it  ought  to  be 
possible  to  hnd  its  hormone  and  to  show  that 
these  hormones  affect  the  anterior  pituitary.  For 
example  the  growth  hormone  releasing  factor  prob- 
ably is  secreted  into  the  hypophyseal  jDortal  vein 
blood.  It  has  been  extracted  from  the  median 
eminence  after  electrical  stimulation.  Other  releas- 
ing factors  isolated  are  the  corticotrophin  releasing 
factor  which  causes  discharge  of  ACTH.  Thyroid 
stimulating  hormone  releasing  factor  has  been 
identified  and  found  effective  in  very  high  dilu- 
tion. Similarly  luteinizing  releasing  factor  has  now 
also  been  identified. 


All  ol  these  releasing  factors  described  above 
stimulate  the  anterior  pituitary.  In  their  absence 
pituitary  function  is  decreased.  The  only  exception 
tvas  found  to  be  jjrolactin.  Fhis  hormone  .seems 
to  be  secreted  in  increased  amounts  when  the  pitiu- 
tary  is  separated  from  the  median  eminence.  In 
other  words  the  median  eminence  is  a restraining 
influence  upon  prolactin  secretion  and  when  this 
restraint  is  removed  only  then  is  jtrolactin  formed. 

The  median  eminence  gland  then  may  be  viewed 
as  a neuroendocrine  organ  the  specific  function  of 
wdiich  is  control  of  the  anterior  pituitary  gland. 
Fhe  amount  of  control  exerted  is  somewhat  varia- 
ble from  one  tropic  system  to  another.  For  some 
systems  as  for  the  growth  hormone,  there  is  a rea- 
sonable amount  of  autonomy.  For  thyroid  stimu- 
lating hormone  there  is  somewhat  less  autonomy 
and  the  gonadotropic  hormone  secretion  is  almost 
totally  dependent  on  hypothalamic  influences. 

It  is  interesting  to  speculate  how  these  secreting 
factors  arose  phylogenetically.  d’here  is  a poly- 
peptide in  hypothalamic  extracts  that  acts  as  a 
salivary  gland  secretogogue  in  the  rat.  The  anterior 
pituitary  gland  embryologically  is  derived  from 
tissues  of  the  foregut  closely  adjacent  to  the  primi- 
tive diencephalon.  Perhaps  the  primitive  median 
eminence  at  one  time  released  secretogogues  that 
inlluenced  the  primordial  pituitary  gland.  When  it 
became  a ductless  gland  perhaps  these  secreto- 
gogties  then  evolved  into  the  pituitary  releasing 
factors. 

Another  source  of  speculation  is  whether  each 
type  of  pituitary  cell  is  a cell  unto  itself  only 
having  one  function  and  that  there  are  specific 
releasing  factors  for  each  cell  or  as  in  the  case  of 
prolactin,  specific  inhibiting  factors  for  each  cell. 
Or  perhaps  w'hether  the  stimulating  factor  for  one 
hormone  is  inhibitory  for  another.  Thus  if  TSH 
release  is  stimulated  with  thyrotropin  releasing 
factor,  it  at  the  same  time  inhibits  ACTH  release 
by  the  same  cell. 

As  far  as  the  median  eminence  is  concerned,  it 
is  hypophysiotropic— that  is  this  part  of  the  brain 
is  specialized  to  secrete  material  that  can  cause 
differentiation  and  increased  pituitary  function. 

. . L.H.N. 
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Pest  Control  By  Biological  Agents 

rhotisaiuls  ol  sample,s  of  food  are  examined  by 
tlie  F.D.A.  each  year  to  determine  compliance  with 
established  pesticide  tolerances  on  raw  agricultural 
jjioducts.  Residues  of  pesticide  chemicals  are  found 
in  about  half  of  the  samples  and  generally  about 
three  per  cent  of  the  samples  contain  residues  in 
excess  of  or  not  authorized  by  legal  tolerances. 

At  a joint  meeting  of  the  food  and  agricultural 
organization  of  the  UN,  WHO  expert  committee 
on  food  residues,  acceptable  daily  intake  of  certain 
specified  chemicals  were  proposed. ^ For  DDT  .oi 
mg.  per  kg.  For  lindane  .0125  mg,  per  kg.  For 
metathion  .02  mg.  per  kg.  For  carbamyl  .02  mg. 
per  kg. 

In  view  of  these  “acceptable  tolerances”  what  is 
really  being  taken  in  by  the  American  populace? 
Duggan-  directs  his  attention  to  the  average  daily 
intake,  calculated  from  the  finding  of  all  pesticide 
chemical  residues  in  or  on  diet  samples  collected 
on  forty-six  days  in  twenty-five  different  cities 
during  a 699  day  period  from  June  1964  to  April 
1966.  The  sixteen  to  nineteen  year  old  group  was 
selected  because  they  consume  greater  cpiantities 
and  kinds  of  food  than  other  population  groups, 
d’he  samjiles  can  be  characterized  as  random.  They 
came  from  retail  stores  in  three  different  cities 
representing  three  geographic  areas.  The  next  year 
five  geographic  areas  were  covered. 

The  food  samples  were  collected  in  the  same 
way  a customer  selects  his  food  in  a retail  store. 
Some  food  originated  far  from  the  place  it  was 
marketed.  The  total  chlorinated  pesticide  residues 
taken  in  was  .08— .12  mg.  per  day.  The  major 
source  of  chlorinated  residues  was  found  to  be 
meat,  fish,  poultry.  This  combined  with  dairy  pro- 
ducts accounts  for  more  than  half  the  intake  of 
chlorinated  residues,  while  fruit,  garden  fruits, 
and  grains  each  account  for  10  per  cent  of  total 
intake  of  this  diet.  DDT  alone  accounts  for  one- 
third  total  intake.  Together  with  its  analog  diel- 
drin  lindane,  heptachlor,  hcpoxide,  account  for 


Take  five... 


Labstix®  provides  5 important  urinary  find- 
ings*—on  a single  reagent  strip!  That’s  more 
information  than  you  can  get  from  any  other 
single  reagent  strip.  You  know  the  results  in 
just  30  seconds  — while  the  patient  is  still  in 
your  office  — and  readings  are  reliable  and  re- 
producible. Labstix  is  easy  to  handle,  too. 
Never  goes  limp,  even  when  wet,  because  it’s 
made  with  clear,  firm  plastic.  And  results  with 
Labstix  are  easy  to  read  — color  contrast  be- 
tween the  test  areas  and  the  transparent  plas- 
tic is  clearly  defined.  An  unexpected  “positive” 
from  testing  with  Labstix  may  help  in  de- 
tecting hidden  pathology  before  marked 
symptoms  are  manifest 
*BIood;  ketones;  glucose;  protein,  and  pH. 
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...Plus  one 


You  can  extend  your  testing  scope  by  includ- 
ing ICTOTEST®  Reagent  Tablets,  the  30-sec- 
ond  determination  for  bilirubinuria  — which 
can  be  an  early  sign  of  obstruction  of  the 
common  bile  duct,  infectious  hepatitis,  or 
other  liver  disease.  This  test  is  also  useful  for 
detecting  liver  damage  from  carbon  tetra- 
chloride and  other  halogenated  hydrocarbons 
used  as  industrial  and  household  solvents. 
Positive  findings  with  the  urine-testing  team 
of  Labstix  and  Ictotest  can  represent  signif- 
icant guides  to  patient  management  in  many 
clinical  situations.  “Negatives”  may  help  rule 
out  suspected  abnormalities  over  a broad 
clinical  range  and  are  important 
for  the  patient’s  record. 
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85  per  cent  of  total  intake.  The  frequency  and 
quantity  of  fourteen  additional  chlorinated  pesti- 
cides were  too  low  to  be  meaningful. 

The  findings  of  Duggan  indicate  that  the  actual 
intake  of  pesticide  chemicals  is  much  lower  than 
the  acceptable  daily  intake  or  potential  consump- 
tion at  the  tolerance  level.  They  are  substantially 
below  the  limits  set  for  acceptable  daily  intake  by 
the  WHO  and  UN  committees  and  below  the  safe 
levels  anticipated  when  legal  tolerances  are  estab- 
lished on  raw  foods. 

Although  this  conclusion  is  reassuring  it  cannot 
be  said  that  pesticide  residues  in  foods  are  not  a 
matter  for  continued  concern.  Unpublished  data 
obtained  from  objective  samples  of  raw  food  ex- 
amined to  determine  compliance  with  tolerance 
show  that  for  each  of  the  last  three  years  almost 
half  of  the  lots  examined  contained  residues  mostly 
below'  tolerance  levels.  However,  over  half  of  these 
lots  contain  more  than  one  residue.  Even  though 
this  investigation  does  not  show  a statistically 
valid  difference  there  is  nevertheless  a definite  in- 
crease in  the  daily  intake  of  total  chlorinated  or- 
ganic compounds.  We  must  remember  that  even 
the  acceptable  tolerances  are  those  considered  safe 
based  only  on  our  present  knowledge.  And  who 
is  to  say  which  individual  may  be  more  or  less 
sensitive  to  these  poisons  and  what  their  long  term 
effects  will  turn  out  to  be. 

It  is,  therefore,  comforting  to  know  that  con- 
servationists interested  in  organic  gardening  and 
biological  warfare  against  insects  are  developing 
techniques  which  may  soon  match  the  effectiveness 
of  chemical  poisons  without  endangering  humans, 
pets  or  wildlife.  The  “secret  weapons”  of  the  con- 
servationists are  three  types  of  insects:  ladybugs, 
six  inch  grasshopper— like  mantises  and  tiny  wasp- 
like creatures  called  trichogamma.  These  insects 
thrive  largely  on  leaf-eating  aphids  and  a variety 
of  other  tree  and  shrub-killing  insect  pests  and 
their  eggs. 

Early  last  June,  Jaedicker  and  Norsgaard  re- 
leased 300,000  ladybugs  and  a variety  of  the  mantis 
and  trichogamma  in  an  area  beside  the  Hudson 
River  in  New  York.  Two  months  later  they  found 
their  treated  area  matched  completely  the  good 
results  found  in  other  areas  where  the  Parks  de- 
partment had  used  poisonous  chemical  sprays. 

If  this  preliminary  experiment  can  be  realized 
after  two  to  three  years  of  repeat  trials,  perhaps 
it  may  become  possible  to  abandon  poisonous 
pesticides  in  favor  of  a biological  method  that  will 
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control  pests  and  save  our  bodies  from  pesticide 
chemical  accumulation. 

L.H.N. 
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The  Microneuron 

Altman  has  recently  discovered  that  the  great 
majority  of  a class  of  neurons  in  some  important 
regions  of  the  brain  are  found  after,  not  before 
birth.  Using  a radio-tracer  technique  he  demon- 
strated in  cats,  guinea  pigs  and  rats  that  as  many 
as  80—90  per  cent  of  the  neurons  in  three  sections 
of  the  brain  (hippocampal  dentate  gyrus,  olfactory 
bulb  and  cerebellar  cortex)  form  only  after  the 
animal  is  born.  The  number  of  these  postnatal 
cells  as  well  as  their  structural  connections  appear 
to  be  influenced  directly  by  the  environmental 
experience  of  the  infant. 

In  all  instances  neurons  formed  after  birth  are 
of  a type  Altman  calls  microneurons.  The  cell 
bodies  are  relatively  small  in  size  and  their  axons 
short,  making  connections  only  within  the  same 
anatomical  substructure.  The  macroneurons  pres- 
ent in  each  substructure  before  birth  have  much 
larger  axons  and  make  connections  with  other  even 
distant  regions  of  the  brain.  These  can  be  thought 
of  as  a genetically  determined  skeletal  network 
tvhich  defines  the  input  and  output  paths  for  the 
region.  For  example  in  the  cerebellum,  the  large 
Purkinje  cells  are  already  present  at  birth  and 
their  axons  connect  this  structure  to  the  deep 
layers  of  the  cerebellar  nuclei  and  brain  stem. 

In  anatomy  texts  we  find  associated  with  the 
Purkinje  cells,  three  smaller  types  of  neurons: 
basket  cells,  stellate  cells  and  granule  cells  which 
we  would  now  classify  as  microneurons.  It  was 
Cajal  who  suggested  that  these  smaller  neurons 
have  only  local  output  connections  and  serve  as 
association  elements  providing  connections  be- 
tween the  microneuron  cells,  and  that  these  asso- 
ciated connections  become  elaborated  and  enriched 
upon  maturation. 

Altman’s  view  is  that  the  development  of  prac- 
tically all  these  cells  is  post-natal,  and  that  this 


development  is  induced  by  the  infant  animal’s  at- 
tempt to  engage  in  the  type  of  behavioral  activity 
that  the  region  of  the  brain  serves  to  modulate. 
The  cerebellum,  for  example,  serves  to  coordinate, 
adjust  and  smooth  out  movement.  In  the  higher 
mammals,  the  awkward  motion  of  the  young  infant 
indicates  that  at  Itirth  the  regulatory  influence  of 
the  cereljellnm  is  mostly  absent.  It  develops  grad- 
ually oxer  a period  of  time— txventy-one  days  in 
rats,  twenty  months  in  man. 

IVith  radio  tracer  technicpies  it  has  become  pos- 
sible  to  show  that  during  this  period  layer  upon 
layer  of  microneurons  form  in  the  cerebellum  from 
a central  pool  of  undifferentiated  cells  or  neuro- 
blasts and  that  the  appearance  of  these  new  cells 
is  ccjrrelated  with  the  gradual  refinement  of  mo- 
tion in  the  infant.  These  microneurons  are  essen- 
tial for  normal  movement  in  the  mature  animal. 
If  their  growth  is  inhibited  by  low  close  X-ray, 
then  the  adult  rat  is  ataxic  and  cannot  coordinate 
his  movements. 

If  rats  are  reared  in  an  environment  offering 
freedom  of  movement  and  play  they  show  much 
greater  proliferation  of  these  microneurons,  than 
rats  whose  activity  have  been  restricted.  Further- 
more, animals  that  are  handled  also  show  more 
cells  than  those  not  handled.  Atlman  now  has  an 
experiment  underway  to  compare  the  development 
of  pairs  of  rats,  one  of  which  must  learn  to  per- 
form a visual  discrimination  to  get  food  while  the 
other  experiences  the  same  environment  and  feed- 
ing schedule  but  will  not  be  required  to  master 
the  discrimination  task.  It  should  reveal  whether 
active  learning  promotes  proliferation  of  micro 
neurons  in  special  sections  of  the  nervous  system. 
At  any  rate  information  thus  far  supports  the 
hypothesis  that  growth  in  population  of  micro- 
nurons  occurs  during  infancy  in  response  to  feed- 
back from  the  environment  rather  than  merely  as 
a genetically  directed  process  that  appears  to  take 
place  in  the  post-natal  period.  This  finding  con- 
tradicts the  common  assumption  that  the  ten  bil- 
lion neurons  in  man  are  all  essentially  present  at 
birth  and  that  post-natal  development  is  confined 
to  elaboration  of  connections  within  this  existing 
neuronal  network. 

Nature  seems  to  be  able  to  program  the  demands 
of  the  environment  into  the  morphological  organi- 
zation of  the  brain.  The  higher  up  one  goes  in 
the  evolutionary  tree  in  the  mammal  the  greater 
the  fraction  of  neurons  in  the  brain  are  believed 
to  be  microneurons.  The  post-natal  formation  of 
these  cells  is  thought  to  be  of  the  greatest  im- 
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portance  in  man  and  continues  for  the  most  ex- 
tended period  of  life.  For  example,  proliferation 
of  microneurons  takes  place  in  the  human  hippo- 
campus as  long  as  four  years  after  birth. 

Perhaps  in  man  and  other  higher  animals  micro- 
neurons continue  to  form  and  elaborate  at  times 
very  rapidly  and  then  more  slowly  throughout  life 
providing  the  associated  connections  in  certain 
regions  of  the  brain  such  as  the  cortex.  As  yet 
little  has  been  observed  about  the  formation  of 
microneurons  in  the  cortex  since  identification  of 
microneurons  with  radioactive  tracer  technicjues 
is  less  successful  in  this  region  than  in  more  lami- 
nated structures  such  as  the  cerebellum. 

The  intimate  connection  of  microneurons  with 
the  development  of  learned  behavior  in  the  few 
regions  of  the  cortex  so  far  studied  has  led  Altman 
to  raise  the  questions  whether  environmentally  in- 
duced formation  and  elaboration  of  microneurons 
may  not  prove  to  be  the  physiological  mechanism 
underlying  long  term  memory.  Can  the  mechanism 
of  depression  in  infants  separated  from  their  moth- 
ers be  due  to  inadequate  environmental  stimuli 
to  the  formation  of  microneurons? 

We  are  beginning  to  learn  of  critical  periods  in 
behavioral  development,  critical  periods  in  learn- 
ing, critical  periods  in  development  of  muscular 
coordination.  The  discovery  of  microneurons  and 
their  post-natal  development  as  in  response  to  the 
appropriate  environmental  stimulus,  has  opened 
a whole  new  field  for  the  study  of  human  develop- 
ment. Let’s  learn  when  and  how  to  stimulate  the 
formation  of  microneurons  and  thereby  hasten 
the  physical  and  intellectual  development  of  the 
growing  infant,  child  and  adult. 

L.H.N. 
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Understanding  The  Stroke 
Syndrome 

It  is  now  well  known  that  cerebral  infarction 
and  not  intracerebral  hemorrhage  is  the  most  com- 
mon type  of  apoplectic  disorder  of  the  brain.  Fur- 
thermore, the  occlusive  atherosclerotic  disease  re- 
sponsible for  the  ischemic  change  is  characteristi- 
cally segmental  and  frequently  localized  to  the 
extracranial  vessels  whereas  the  intracranial  ves- 
sels may  often  be  relatively  free  from  disease.  With 
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early  recognition  of  an  accessible  localized  lesion 
being  made  possible  by  total  angiography  restora- 
tion of  vessel  flow  has  produced  a remarkable 
salvage  of  potential  stroke  victims. 

Recently  Longheed^  reported  on  109  patients 
with  extracranial  internal  carotid  artery  stenosis 
or  complete  occlusion  in  whom  vascular  recon- 
struction was  attempted.  Symptoms  were  arrested 
in  93  per  cent  of  the  patients  with  transient  isch- 
emic attacks  and  in  83  per  cent  of  patients  with 
strokes  in  evolution.  These  authors  advise  vascular 
reconstruction  even  in  completed  strokes  if  the 
patient  is  not  drowsy  and  hemiplegic,  not  to  re- 
store function  to  an  already  infarcted  brain,  but 
to  enhance  collateral  circulation  and  prevent  the 
early  occurrence  of  a second  and  probably  fatal 
stroke.  The  uncertain  results  and  the  serious  com- 
plications which  can  follow  the  treatment  of  this 
disease  with  anticoagulants  has  accentuated  the 
\alue  of  surgical  management. - 

About  80  per  cent  of  the  patients  with  spontaneous 
hemorrhage  into  the  cerebral  or  cerebellar  hemi- 
spheres have  signs  of  arterial  hypertension.  Vari- 
ous pathologic  features  have  been  described  from 
microaneurysms,  small  vascular  anomalies,  to  areas 
of  subintimal  dissection  and  medial  degeneration 
in  the  perforating  vessels.  Most  hemorrhages  in 
the  cerebral  hemispheres  arise  from  vessels  in  the 
external  capsule  or  in  relation  to  the  internal  cap- 
sule and  may  erupt  explosively  into  the  ventricular 
system.  In  addition  to  the  local  destruction  the 
blood  may  spread  down  into  the  brain  stem.  If 
they  are  severe  and  destructive,  these  hemorrhages 
result  in  a high  mortality  and  do  not  constitute  a 
surgical  problem. 

If  the  hemorrhages  arise  from  more  laterally 
situated  vessels  in  the  region  of  the  external  cap- 
sule, they  may  also  rupture  into  the  ventricles  and 
subarachnoid  space,  but  they  are  more  prone  to 
split  fiber  tracts  and  present  as  a space  occupying 
hematoma  in  the  frontal,  temporal  and  parietal 
regions.  This  type  intracerebral  hemorrhage  pro- 
duces little  destruction  of  tissue  hut  because  of  the 
asymmetric  increase  in  intracranial  bulk  and  the 
increase  in  intracranial  pressure,  may  rapidly  pro- 
duce displacement  or  distortion  of  the  brain  stem. 
It  is  in  these  patients  that  carotid  angiography 
can  reveal  the  nature  and  location  of  the  lesion 
and  help  identify  a hemispheric  mass.  If  the  patient 
fails  to  maintain  progressive  improvement  or 
shows  signs  of  slow  deterioration,  an  operation 
will  limit  and  reduce  disability.  The  surgical  treat- 
ment is  still  controversial  and  there  are  champions 


of  simple  burr  hole  aspirations  and  also  of  formal 
craniotomies  in  all  case. 

In  acute  cerebellar  hemorrhage  there  is  head- 
ache, vomiting,  vertigo  and  impairment  of  con- 
jugate gaze.  The  pupils  are  markedly  constricted 
and  there  is  periodic  respiration.  There  is  no 
hemiparesis,  aphasia  or  homonymous  field  defect. 
Ideally,  localization  should  be  confirmed  by  angi- 
ography and  ventriculography.  But  if  the  patient 
is  in  poor  neurological  condition  with  failing  vital 
function,  he  is  a surgical  emergency  and  should  be 
operated  upon  immediately  because  delay  may  re- 
sult in  sudden  death.  As  in  patients  with  extra- 
dural hemorrhage,  an  area  of  the  brain  is  involved 
in  which  the  residual  effects  of  the  bleeding  are 
minimal  and  if  pressure  can  be  reduced  before  the 
effects  of  brain  stem  compression  become  irreversi- 
ble, excellent  recovery  may  be  expected  to  follow. 

If  the  patient  has  a lesion  in  the  nature  of  an 
intracranial  aneurysm,  the  first  indication  of  its 
presence  may  be  onset  of  a subarachnoid  hemorr- 
hage although  some  aneurysms  will  present  with 
neurologic  deficits  without  hemorrhage.  The  treat- 
ment of  the  patient  who  has  an  intracranial  aneu- 
rysm is  conservative  to  provide  optimum  condi- 
tions for  natural  repair  of  the  ruptured  vessel, 
usually  a period  of  .six  weeks  rest,  together  with 
hypotensive  therapy.  However,  patients  treated 
conservatively  have  a mortality  of  30  to  50  per 
cent  and  it  has  been  demonstrated  consistently 
that  appropriate  surgical  treatment  can  reduce  this 
figure.^ 

Early  operative  intervention  for  a ruptured  in- 
tracranial aneurysm  is  indicated  only  when  there 
is  evidence  of  a large  intracerebral  hematoma. 
Once  the  patient  has  recovered  from  the  initial 
insult  operative  treatment  is  not  directed  towards 
controlling  the  initial  bleeding  but  is  designed  to 
prevent  a recurrence  of  the  hemorrhage.  In  this 
case  obliteration  of  the  sac  is  the  treatment  of 
choice  but  this  is  not  always  possible  because  im- 
portant vessels  may  arise  directly  from  the  sac.  In 
such  patients  reinforcement  of  the  wall  with  mus- 
cle, fascia,  gauze  or  plastic  has  had  varying  de- 
grees of  success. 

Next  to  vascular  hypertension  and  aneurysms 
the  arteriovenous  malformation  is  the  most  com- 
mon cause  of  spontaneous  intracerebral  subarach- 
noid hemorrhage.  The  lesion  is  frequently  corti- 
cal in  location  and  the  first  indication  of  the  pres- 
ence of  a hematoma  may  be  bizarre.  The  case  for 
surgical  intervention  is  not  so  common  and  the 
attendant  mortality  and  morbidity  is  much  lower. 
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Indications:  Hypertension  and 
many  types  of  edema  involving 
retention  of  salt  and  \water. 
Contraindications:  Hypersensitivity 
and  most  cases  of  severe  renal  or 
hepatic  disease. 

Warning;  With  the  administration  of 
enteric-coated  potassium  supple- 
ments, which  should  be  used  only 
when  adequate  dietary  supplemen- 
tation is  not  practical,  the  possibil- 
ity of  small  bowel  lesions  (obstruc- 
tion, hemorrhage,  and  perforation) 
should  be  kept  in  mind.  Surgery 


for  these  lesions  has  frequently 
been  required  and  deaths  have  oc- 
curred. Discontinue  enteric-coated 
potassium  supplements  immedi- 
ately if  abdominal  pain,  distention, 
nausea,  vomiting,  or  gastrointesti- 
nal bleeding  occur. 

Use  with  caution  in  pregnant  pa- 
tients, since  the  drug  may  cross 
the  placental  barrier  and  adverse 
reactions  which  may  occur  in  the 
adult  (thrombocytopenia,  hyperbili- 
rubinemia, altered  carbohydrate 
metabolism,  etc.)  are  potential 


problems  in  the  newborn. 
Precautions:  Antihypertensive  ther- 
apy with  Hygroton  should  always 
be  initiated  cautiously  in  postsym- 
pathectomy patients  and  in  pa- 
tients receiving  ganglionic  block- 
ing agents  or  other  potent  anti- 
hypertensive drugs,  or  curare. 
Reduce  dosage  of  concomitant 
antihypertensive  agents  by  at  least 
one-half.  Barbiturates,  narcotics  or 
alcohol  may  potentiate  hypoten- 
sion. Because  of  the  possibility  of 
progression  of  renal  damage,  peri- 


odic determination  of  the  BUN  is 
indicated.  Discontinue  if  the  BUN 
rises  or  liver  dysfunction  is  aggra- 
vated. Hepatic  coma  may  be  pre- 
cipitated. 

Electrolyte  imbalance,  sodium  and/ 
or  potassium  depletion  may  occur. 
If  potassium  depletion  should  oc- 
cur during  therapy,  Hygroton 
should  be  discontinued  and  potas- 
sium supplements  given,  provided 
the  patient  does  not  have  marked 
oliguria. 

Take  special  care  in  cirrhosis  or 


She  was  the  picture 
of  arteriosclerotic 
heart  disease  in 
failure. 

She  couldn’t  sleep 
a wink  without  an 
extra  pillow. 

Then  her  doctor 
prescribed  digitalis 
and  Hygroton. 

First,  her  cardiac 
output  improved. 
Then  her  breathing 
improved  — 
along  with  her 
urinary  output. 

Nights  could  be 
a lot  more  pleasant 
for  patients 
like  this  in 
your  practice. 

Try  Hand  see. 

Hygroton  therapy  may 
also  mean  trouble- 
some side  effects  for 
certain  patients. 

A summary  of 
essential  prescribing 
information  is 
shown  below. 


severe  ischemic  heart  disease  and  caria,  purpura,  necrotizing  angiitis, 
in  patients  receiving  corticoste-  acute  gout,  and  pancreatitis  when 
roids,  ACTH,  or  digitaiis.  Sait  re-  epigastric  pain  or  unexpiained  G.l. 
striction  is  not  recommended.  symptonis  deveiop  after  proionged 

Adverse  Reactions:  Nausea,  gastric  administration.  Other  reactions  re- 
irritation, vomiting,  anorexia,  con-  ported  with  this  ciass  of  com- 


of  50  mg., in  botties  of  100  and  1000. 
(B)R46-230-D 

For  full  details,  please  see  the 
complete  prescribing  information. 


stipation  and  cramping,  dizziness,  pounds  inciude;  jaundice,  xanthop- 
weakness,  restiessness,  hypergly-  sia,  paresthesia,  and  photosensiti- 

cemia,  hyperuricemia,  headache,  zation. 


locytosis,  impotence,  dysuria.  Availability:  White,  singie-scored 

transient  myopia,  skin  rashes,  urti-  tablets  of  100  mg.  and  aqua  tablets 


muscle  cramps,  orthostatic  hypo-  Average  Dosage:  50  or  100  mg.  with 
tension,  apiastic  anemia,  ieuko-  breakfast  daiiy  or  100  mg.  every 


penia,  thrombocytopenia,  agranu-  other  day. 


Geigy  Pharmaceuticais 
Division  of 

Geigy  Chemical  Corporation 
Ardsley,  New  York  10502 
HY-5405S 


However,  if  the  lesion  is  in  an  accessiljle  area,  then 
resection  is  the  treatment  of  choice.  Successful  re- 
ino\aI  is  attended  by  a low  operative  mortality 
and  morbidity  and  the  patient  is  permanently  freed 
from  the  possibility  of  recurrent  hemorrhage  and 
ellects  of  mechanical  compression  of  adjacent  stiuc- 
tures  and  this  reduces  the  incidence  of  sei/iires. 

Our  understanding  and  clinical  approach  to  the 
syndrome  of  cerebral  apoplexy  has  in  recent  years 
undergone  a remarkable  evolution  due  to  better 
knowledge  of  the  j)athological  processes,  refine- 
ments in  diagnosis  by  cerebral  angiography  and 
])neumography,  iinjiiovements  in  surgical  technics 
;ind  the  discovery  of  drugs  that  permit  the  elTec- 
ti\(“  (ontrol  of  cerebral  edema.  Clearly  we  can  no 
longer  be  satisified  with  a diagnosis  ol  siioke  or 
(crebrovascular  accident,  based  solely  on  history 
and  physical  examination.  Rational  management 
(annot  be  instituted  with  these  criteria  alone.  We 
need  also  diagnosis  by  cerebral  angiography  and 
assistance  by  the  vascular  snrgeon. 

L.H.N. 
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Having  Been  Dead  And  Reborn 

I he  coronary  care  unit  (CCU)  has  come  into 
existence  primarily  to  enable  us  to  recover  patients 
who  develop  cardiac  arrest,  ventricular  tachycardia 
and  ventricular  fibrillation,  but  who  once  resusci- 
tated hopefully  will  go  on  to  full  recovery.  People 
that  experience  cardiac  arrest  must  face  this  experi- 
ence suddenly  and  probably  are  not  prepared  to 
handle  this  experience  psychologically.  How  do 
they  handle  this  experience,  initially  in  the  CCU 
itself  with  death  and  dying  emergencies  and  seri- 
ous illness  continually  about  them?  How  do  they 
react  to  the  unicpie  and  remarkable  experience  of 
having  been  “dead”  and  returned  to  life?  This  is 
ail  experience  for  which  there  is  no  prototype. 


W'hat  elleci  docs  this  experience  have  on  the  future 
lives  of  these  patients?  I'liese  tpiestions  need  an 
answer  and  Drirss  and  Kornfeld’  have  tried  to  find 
the  atiswcr  from  a study  of  teti  patients  who  sur- 
vived tardiac  arrest  and  ten  others  who  were  in 
the  CCfl  but  did  not  suffer  arrest. 

The  procedures  in  the  CCU  needs  no  elabora- 
tion. Each  patient  has  an  intravenous  needle  in 
place,  ECX;  electrodes  on  the  chest.  Many  are  re- 
ceiving o-  by  mask  or  nasal  tube  and  have  iti- 
dwelling  liladder  catheters,  a retogni/.ed  disrujjter 
of  sleep  and  mental  health.-  Vital  signs  are  taken 
hourly.  In  the  older  units,  patients  are  separated 
by  curtain  only.  They  can  hear  and  at  times  see 
the  other  three,  d'here  is  a clock  in  the  room, 
shades  are  drawn,  the  door  is  kept  closed,  visit- 
ors are  kept  to  one  per  j^atient  for  a few  moments. 
I'here  is  a nurse  in  either  monitor  unit  or  across 
the  corridor  in  which  monitoring  etpiipment  re- 
cords vital  data. 

.An  emergency  of  a serious  nature  occurs  at  least 
once  a day,  involving  four  to  five  staff  members 
with  much  scurrying  and  excitement.  When  a pa- 
tient has  an  tirrest,  it  is  termitiated  by  violent 
motions  of  external  cardiac  massage,  by  the  violent 
jolt  of  an  electric  current  or  hasty  insertion  of  an 
internal  pacemaker.  Deaths  are  fretpient  occurring 
oti  the  average  one  in  four  days.  The  atmosphere 
is  one  of  darkne,ss  and  tpiiet.  Each  patient,  when 
awake,  is  able  to  see,  hear  and  smell  the  life  and 
death  struggles  of  three  other  human  beings  and 
.see  the  tracing  of  their  heart  betits  on  the  machines 
above  their  head.  The  atmosphere  is  one  of  severe 
sickness.  Ehere  is  no  interaction  between  patients. 
Often  they  look  old  and  moribund.  As  .soon  as  one 
gets  better  he  leaves  and  a new.  very  sick  one 
comes  in  to  take  his  place. 

Ol  the  ten  resuscitated  patients,  nine  had  a mild 
to  severe  organic  brain  syndrome,  with  symptoms 
ranging  from  restlessness,  irritability,  confusion  to 
disorientation,  delusional  thinking  and  uncontrolla- 
ble agitation.  .Seven  of  the  patients  were  manage- 
ment problems,  four  of  a serious  nature.  The  less 
disturbed  were  restless,  the  more  disturbed,  agi- 
tated. What  part  loss  of  dreaming  sleep  played  in 
this  psychotic  response-  and  what  part  cerebral 
anoxia  played  in  the  production  of  this  brain 
syndrome  is  not  clear  from  these  reports. 

Not  a single  patient  could  face  all  the  implica- 
tions of  the  cartliac  arrest.  .All  called  forth  protec- 
tive defense  mechanisms  to  relieve  the  emotional 
impact  of  the  experience.  Ehe  most  common  de- 
fense mechanism  was  denial  and  i.solation  of  affect. 
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A second  was  displacement— the  patient  facing 
every  minor  thing  except  the  real  experience.  A 
third  defense  mechanism  was  projection— their 
relatives  and  friends  were  anxious  not  they!  A 
fourth  reaction  was  hallucinatory  and  delusional 
behavior— having  a defensive  and  reparative  pur- 
pose, a wish  to  be  well  and  away  from  their  illness. 
Most  patients  felt  secure  in  the  unit  because  nurses 
and  doctors  were  always  at  hand  when  needed, 
but  leaving  the  unit  meant  they  were  better  and 
this  pleased  them. 

There  were  also  long  term  elfects.  The  patients 
were  aware  of  the  full  implications  of  their  experi- 
ence. Their  attitude  towards  death  varied  from 
nothingness  to  dreams.  Insomnia  was  common  in 
nine  out  of  ten.  Tenseness,  anxiety,  restlessness 
and  irritability,  not  sadness  or  despondency.  They 
had  trouble  concentrating  and  experienced  mem- 
ory loss  of  recent  events.  Remarkably  there  was 
little  difference  in  the  psychiatric  state  of  the  ar- 
rest and  non  arrest  patients.  Eight  of  the  ten  non 
arrest  patients  also  had  insomnia  and  three,  symp- 
toms of  a mild  organic  syndrome.  The  similarity 
between  the  psychiatric  responses  of  the  arrest 
and  non  arrest  patients  suggests  that  the  environ- 
ment of  the  ecu  played  a major  role.^  There  were 
also  modifications  in  life  habits.  Many  planned 
major  changes  in  their  daily  habits,  avoid  excite- 
ment, sexual  relations,  alcohol.  Some  began  count- 
ing their  pulses.  Work  was  either  given  up  or 
reduced.  Some  of  these  changes,  of  course,  might 
wear  off  as  life’s  demands  progressed. 

Obviously,  a cardiac  arrest  is  a sudden  and 
frightening  experience  calling  forth  a variety  of 
defense  mechanisms.  The  psychological  problems 
were  serious  in  both  arrest  and  non  arrest  patients 
but  more  serious  in  the  former.  They  had  intense 
unconscious  fantasies  concerning  death  though 
maintaining  an  unperturbed  front.  Dreams  of  vio- 
lent death  and  aggression,  sort  of  nightmares, 
abounded.  They  needed  to  repress  their  experi- 
ence and  this  made  communication  difficult. 

Certain  changes  consistent  with  the  principle  of 
sound  management  can  now  be  derived  to  avoid 
many  of  the  psychological  complications  in  the 
survivors  of  cardiac  arrest.  Anxiety  and  its  cardio- 
respiratory components,  agitation  and  uncoopera- 
tive behavior  are  not  merely  troublesome,  they 
may  be  life  threatening.  Particularly  is  this  so 
when  disorganizing  behavior  leads  to  hallucina- 
tion and  delusion  formation.  The  patients  stated 
they  would  have  preferred  a larger  CCU  with  less 
congestion.  Keeping  all  monitoring  equipment  out- 
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*^When  I couldn’t  even  smell  corned  beef  and  cabbage, 
I decided  it  was  time  for  you,  Doc.” 
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side  of  the  unit  itself  and  in  an  annex  would  be  less 
frightening  to  the  patients.  Steps  need  to  be  taken 
to  reduce  interference  with  sleep. 

There  is  little  doubt  that  denial  might  be  pro- 
tective and  necessary  during  the  crisis  period. 
However,  it  can  contribute  to  later  adjustment 
problems  if  it  is  permitted  to  remain.  Patients  are 
(juickly  relieved  by  the  ojjportunity  to  talk  about 
their  concerns  and  the  ideal  time  to  permit  this 
ventilation  is  before  the  patient  leaves  the  hospital 
and  establishes  his  new  life  pattern.  The  limita- 
tions of  his  future  activity  should  be  discussed  in 
detail  so  that  he  will  not  go  toward  either  extreme 
of  too  much  or  too  little. 

The  survivor  has  unasked  questions  which 
shoukl  be  answered  by  his  physician  and  not  by  a 
psychiatrist  and  especially  not  by  an  interne  who 
has  much  to  learn  about  horv  properly  to  talk  with 
patients,  d'he  patient  must  be  specifically  reassured 
about  the  arrest  itself.  I'hey  need  to  be  told  that 
their  bodies  remained  alive  during  the  time  their 
hearts  had  stopped.  The  matter  should  be  dealt 
with  openly,  honestly  even  with  those  patients 
who  claim  to  know  “nothing”  about  any  arrest. 

The  jnognosis  in  these  cases,  Druss  and  Korn- 
feld  found,  is  realistically  poor,  and  the  con- 
tinued threat  to  the  patients  life  is  a real  one.  Yet 
the  physician  can  offer  the  support  of  his  under- 
standing along  with  his  medical  attention.  The 
sense  of  isolation  and  uniqueness  which  follows 
the  experience  of  arrest  when  bridged  by  an  under- 
standing physician  can  add  greatly  to  the  patients 
mental  and  physical  well  being. 

What  we  need  to  remember  are  the  serious  fac- 
tors in  the  patients  environment  and  the  distur- 
bances which  must  be  minimized.  After  cardiac  ar- 
rest a life  is  saved  but  there  is  much  more  needed 
belore  the  patient  can  return  to  physical  and  men- 
tal health  if  he  ever  does. 

L.H.N. 

References 

1.  Druss,  R.  G.  and  Koinfeld,  D.  S.:  The  survivors  of  cardiac 
arrest.  JAMA,  201:  291,  July  31,  1967. 

2. -  Nahum,  L.  H.:  Madness  in  the  recovery  room  from  open- 
heart  surgery  or  "they  kept  waking  me  up".  Conn.  Med.,  29: 
771,  November,  1965. 

Complications  In  Duodenal  Ulcer 

There  are  complications  of  duodenal  ulcer  which 
emphasize  our  inability  to  successfully  treat  this 
condition.  There  are  complications  of  medical 
treatment  and  there  are  complications  of  surgical 


treatment  although  much  fewer  than  formerly  be- 
cause of  our  better  grasp  of  the  physiology  of 
gastric  secretion  and  our  growing  understanding 
of  the  pathogenesis  of  duodenal  ulcer. 

I'he  fretpiency  with  which  complications  occur 
in  a general  community  is  unknown  because  we 
only  see  that  sjjecial  group  who  retjuire  treatment. 
On  the  whole  bleeding,  perforation,  intractability, 
and  complications  of  therapy  are  the  ones  dis- 
cussed by  Allan  Cooke  in  the  conference  on  ulcer 
at  IICLA.^  Bleeding  was  the  commonest  complica- 
tion of  duodenal  ulcer  present  in  the  two  patients 
presented  and  usually  estimated  to  occur  in  16 
per  cent  of  all  peptic  ulcer  ])atients.  Although 
idcers  may  bleed  at  any  time,  they  usually  cause 
some  distress  belore  they  do.  line  and  Muller- 
found  an  average  of  4.7  years  of  symptoms  before 
hemorrhage  occurred. 

Intractability  is  often  the  end  result  of  a duo- 
denal ulcer  treated  for  many  years.  The  symptoms 
when  present  are  classical.  There  is  a change  in 
location,  radiation  and  intensity  of  the  pain.  It 
goes  now  through  to  the  back.  It  is  no  longer 
relieved  by  food  or  antacids.  The  patient  reveals 
tenderness  in  epigastric  region  or  over  the  spinous 
processes.  He  may  get  relief  from  sitting  up  or 
leaning  forward.  A cause  of  intractability  may  be 
hyperthyroidism  or  Zollinger— Ellison  syndrome. 
VVdiy  ulcers  become  intractable  is  difficult  to  deter- 
mine. Some  degree  of  penetration  involving  the 
jrancreas  and  biliary  tract  may  occur  in  half  of 
such  patients. 

The  hazards  of  medical  therapy  are  easy  to 
understand.  Anticholinergics  are  dangerous  in  py- 
loric obstruction  and  bleeding.  They  may  mask 
symptoms  and  delay  recognition  of  recurrence  or 
complications.  They  may  precipitate  acute  glau- 
coma and  urinary  retention.  Estrogen  can  cause 
feminization.  Gastric  freezing  is  replete  with  haz- 
ards. The  milk  alkali  syndrome^  produces  lethargy, 
constipation  increase  in  serum  calcium,  mental 
confusion,  psychosis  and  progressive  renal  failure 
which  is  reversible  if  detected  early.  Of  course, 
the  medical  man  sees  only  those  patients  with  the 
more  severe  forms  of  ulcer  disease  since  many 
patients  who  have  ulcers  never  consult  a physician 
for  the  problem.  This  may  explain  why  medical 
complications  are  encountered  as  often  as  they  are. 

The  surgeon,  if  he  is  not  confronted  by  a threat- 
ening emergency,  generally  is  concerned  with  the 
elective  operation  and  has  as  indications,  intract- 
ability, perforation,  hemorrhage  and  pyloric  ob- 
struction. His  problem  is  now  to  select  the  opera- 
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Lion  that  will  not  only  a\oid  an  ulceration  else- 
where, but  also  avoid  some  of  the  late  physiologi- 
cal disturbances  that  are  related  more  to  the  opera- 
tion than  to  the  tdcer  itself.  The  major  physiologi- 
cal problems  that  concern  the  surgeon  are  how  to 
control  vagal  influences  on  the  parietal  cells  and 
the  volume  of  the  parietal  cell  mass  itself  as  well 
as  removal  of  gastrin  forming  cells  in  the  antrum. 
Radical  gastric  resection  formerly  employed  has 
its  drawbacks.^  Difficulties  relating  to  nutrition, 
the  small  gastric  pouch  syndrome,  and  the  dump- 
ing syndrome  are  primarily  responsible  for  many 
patients  being  unable  to  tolerate  gastric  resection 
well.  They  cannot  eat  enough  and  if  the  dumping 
syndrome  is  severe  the  patient  is  unable  to  take 
enough  food  to  maintain  his  nutrition.® 

Because  of  all  these  factors  vagotomy  was  em- 
ployed at  first  and  now  selective  vagotomy  to 
denervate  the  stomach  only  is  a little  more  diffi- 
cult but  less  injurious.  An  adequate  drainage  pro- 
cedure is  necessary.  Gastroenterostomy  does  not 
always  work  and  if  wrongly  placed  or  becomes 
stenotic  then  antral  mechanisms  can  cause  hyper- 
secretion and  further  diffictdty.  With  fuller  recog- 
nition in  the  last  few  years  of  the  importance  of 
the  antrum,  surgeons  began  taking  out  the  antrum 
as  well  as  doing  a vagotomy.  Such  a procedure 
removes  both  the  antral  and  the  vagal  sources  of 
stimulation  of  the  parietal  cell  mass.  It  leaves  the 
acid  secreting  cells  behind  so  that  the  patient  can 
use  them  when  stimulated  by  food  and  it  leaves  a 
good  reservoir  in  the  stomach  behind.  If  just  the 
antrum  is  removed  enough  stomach  is  left  behind 
to  perform  a gastroduodenostomy. 

If  the  surgeon  takes  into  account  recurrences 
and  mortality  rates,  he  will  treat  the  least  satis- 
factory candidates  for  operation  with  vagotomy 
and  pyloraplasty  because  it  is  followed  by  the 
lowest  mortality,  0.5  per  cent.  However,  it  has  a 
recurrence  rate  of  3.1  per  cent.  The  lowest  recur- 
rence follows  vagotomy  and  antrectomy  but  its 
mortality  rate  is  two  to  three  per  cent.  The  wise 
physician,  of  course,  will  appraise  each  patient  on 
an  individual  basis  and  on  the  basis  of  the  criteria 
outlined  above.  He  will  tailor  the  operation  to  suit 
the  patient. 

Individualization  of  the  operation  to  the  patients 
needs  is  also  demanded  in  his  medical  therapy. 
The  physician  has  to  attempt  to  evaluate  the  in- 
dividual peculiarities  of  his  patient.  He  may  be  a 
frustrated,  apprehensive,  seething  man  forced  to 
the  hospital  while  many  other  things  are  on  his 
mind.  He  may  be  forced  to  drink  milk  every  hour. 


a soothing  regimen  to  some  but  nauseating  to  oth- 
ers. He  may  be  made  miserable  by  a soft  diet  but 
calm  down  with  a steak.  Is  a soft  diet  so  clearly 
efficacious  in  healing  ulcers  as  to  warrant  our  mak- 
ing some  of  our  patients  miserable? 

How  many  of  us  have  insisted  on  having  a pa- 
tient swallow  barium  just  as  he  was  beginning  to 
feel  calm  and  comfortable  or  awakened  him  every 
hour  day  and  night  to  take  his  blood  pressitre  or 
see  whether  or  not  he  is  still  bleeding?  How  posi- 
tive are  we  that  our  present  regimen  is  so  remark- 
ably effective  in  healing  idcers,  that  we  can  neglect 
our  patient  as  a person  in  the  process?  Can  we 
not  provoke  gastrointestinal  ulceration  or  erosion 
by  vasoconstrictive  agents  whether  they  come  from 
emotional  responses  or  enter  the  body  through 
intravenous  administration?  Is  it  not  possible  that 
making  a patient  with  duodenal  ulcer  comfortable 
and  relaxed  insofar  as  his  particular  circumstances 
permit  may  be  itself  therapeutic  by  reducing  his 
own  sympathetic  nervous  system  responses?  While 
we  cannot  state  so  categorically  this  approach 
seems  mor6  merciful  and  at  least  considerate'.  It  is 
challenging  to  the  doctor  and  usually  more  pro-'' 
thictive  of  good  rapport  with  tire  patient. 

Some  patients  want  to  get  well  and  will.  He  is 
the  one  wh.o  conveys  to  the  doctor  that  he  ap- 
preciates the  care  he  has  been  given.  Some  patients 
need  their  illness  and  they  will  not  get  well  whether 
the  treatment  is  medical  or  surgical. 

L.H.N. 
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Localized  Disorders  In  Myocardial. 
Contraction 

We  habitually  think  of  congestive  heart  failure 
as  being  the  result  of  a failure  of  contractility  in' 
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the  heart  as  a whole,  as  a generalized  disturbance 
of  contraction  of  one  or  both  ventricles.  Neverthe- 
less on  second  thought  why  can’t  abnormal  myo- 
cardial contraction  also  be  caused  by  areas  of  mal- 
functioning myocardium  interacting  with  other 
areas  of  completely  normal  muscle.  This  can  ob- 
viously occur  in  a heart  with  a post-myocardial 
infarction  scar  or  in  a heart  with  multiple  areas 
of  fibrosis  interspersed  among  normal  myocardial 
muscle.  Papillary  muscle  dysfunction,  frank  ventri- 
cular aneurysm  and  hypertrophic  subaortic  steno- 
sis represent  other  local  disorders  producing  gen- 
eralized ventricular  dysfunction. 

The  possibility  that  uncoordinated  contraction 
of  the  heart  can  result  from  such  a combination 
of  normal  and  abnormal  muscle  has,  however,  re- 
ceived little  attention.  One  of  the  reasons  for  this 
doubtless  is  not  lack  of  the  concept  but  lack  of 
advanced  methodology  that  could  demonstrate  its 
existence  in  the  living  heart  as  well  as  the  hemo- 
dynamic consequences  of  morphologic  abnormali- 
ties. 

The  concept  that  disturbances  in  the  temporal 
sequence  of  myocardial  bundle  contraction  sec- 
ondary to  deletion  of  certain  of  these  fractions  of 
cardiac  muscle  fibers  as  a result  of  localized  isch- 
emia or  fibrosis,  was  clearly  stated  by  Carl  Wiggers 
in  1925.*  The  evidence  for  such  disorganized  pat- 
terns of  contraction  was  furnished  by  Harrison 
who  published  kinetocardiograms  of  subjects  with 
coronary  heart  disease  (CHD)  and  in  fact  applied 
the  term  “asynergy”  to  this  condition  in  an  im- 
portant paper  entitled  “Some  unanswered  ques- 
tions concerning  enlargement  and  failure  of  the 
heart.” 

The  pathophysiology  and  treatment  implication 
of  myocardial  asynergy  appear  quite  complex. 
Asynergy  is  difficult  to  diagnose  and  quantitate 
clinically,  often  involves  viable  myocardium  re- 
sponding to  positive  and  negative  contractile  stim- 
uli and  perhaps  contributes  to  unwanted  com- 
pensatory alterations  in  adjacent  normal  and  dis- 
eased myocardium.  Such  localized  disorders  fre- 
quently affect  regions  that  might  otherwise  be  suit- 
able sites  for  myocardial  revascularization.  For 
this,  however,  we  must  be  able  to  assess  where  the 
damaged  area  is,  its  extent,  whether  the  myo- 
cardium is  still  viable  though  ischemic. 

The  assessment  of  myocardial  function  within 
the  asynergic  region  is  clearly  essential  whether 
the  correction  could  come  from  resection  or  re- 
vascularization. Furthermore,  early  recognition  of 
arterial  obstruction  might,  with  appropriate  medi- 


cal therajjy,  delay  or  diminish  the  ultimate  devel- 
opment of  asynergic  areas  of  dysfunction  in  pa- 
tients with  CHD  who  are  still  asymptomatic. 

The  opportunity  to  study  CHD  from  these 
points  of  view  stems  largely  from  a single  advance 
in  methodology,  selective  coronary  arteriography 
and  cincventriculography  which  can  be  done  at 
the  same  time.  Utilizing  these  new  techniques  Gor- 
lin and  his  group  have  succeeded  in  document- 
ing the  jjresence  and  assessing  the  significance  of 
regional  metabolic  and  functional  myocardial  dis- 
orders in  seventy-eight  patients  of  whom  ten 
turned  out  to  be  normal.  Of  the  remaining  sixty- 
eight  patients  forty-four  had  asynergy  and  tw'enty- 
four  had  CHD  with  normal  left  ventricular  mo- 
tion (synergy). 

They  learned  this  from  catheterizing  the  left 
side  of  the  heart  and  coronary  sinus,  from  selective 
cineangiography  of  the  right  and  left  side  of  the 
heart  and  from  the  electrocardiogram  which  helped 
to  define  zones  of  myocardial  ischemia.  They  were 
able  to  assess  myocardial  lactate  metabolism  and 
relate  it  to  ischemic  regions  in  the  myocardium. 
They  were  able  to  improve  functional  performance 
in  most  subjects  by  administering  isoproterenol 
or  epinephrin  by  infusion.  They  showed  that  areas 
of  asynergy  became  more  extensive  after  propra- 
nolol which  antagonizes  inotropic  effects  of  sym- 
pathetic bioamines. 

Direct  inspection  at  revascularization  surgery 
and  also  at  post-mortem  confirmed  the  presence 
of  all  anticipated  zones  and  strikingly,  such  zones 
were  often  muscle  instead  of  fibrotic  scars.  In  one 
subject  suffering  from  alcoholic  cardiomyopathy 
the  asynergy  was  definitely  worsened  after  inges- 
tion of  ethanol. 

Gorlin’s  studies  are  important.  In  the  first  place 
he  demonstrated  what  could  have  been  anticipated, 
that  in  asynergy  there  is  a reduction  in  effective- 
ness of  aortic  ejection  and  a reduced  stroke  vol- 
ume. This  can  occur  in  the  presence  of  a normal 
sized  heart.  Sixteen  out  of  his  forty-four  cases  of 
asynergy  had  a normal  sized  heart  with  normal 
dimensions  and  yet  w'ere  in  failure.  This  can  be 
improved  by  exogenously  administered  catechol- 
amines and  therefore  this  procedure  may  be  help- 
ful in  the  clinical  management  of  certain  patients 
with  ventricular  asynergy. ^ 

The  precise  defects  responsible  for  local  asynergy 
can  be  several.  In  some  cases  asynergy  could  result 
because  of  loss  of  contractile  components  with 
replacement  by  fibrosis.  In  others  normal  muscle 
may  be  interspersed  with  both  parallel  and  series 
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arranged  fibrosis.  This  may  act  as  elastic  elements 
impeding  or  diminishing  effective  shortening  of 
the  fibers.  On  the  other  hand  the  muscle  may  be 
structurally  normal  but  inadequately  activated  ow- 
ing to  local  disturbances  in  conduction  of  the 
basic  depolarizing  impulse  caused  by  ischemia  or 
prior  necrosis.  Then,  of  course,  ischemia  may  cause 
ultra-structural  changes  in  mitochondria,  the  sarco- 
tubular  system  or  in  the  actinomycin  filaments  or 
bridges.  This  would  lead  to  disruption  of  the  bio- 
chemical and  biophysical  integrity  of  the  excita- 
tion contraction  linkage. 

There  are  further  implications  of  ventricular 
asynergy.  Why  for  example  is  heart  failure  present 
in  one  person  with  CHD  and  not  in  another? 
Asynergy  could  be  the  cause  of  a morphological 
change  to  account  for  this  fact.  One  can  speculate 
that  such  dynamic  abnormalities  in  ventricular  mo- 
tion may  occur  suddenly  in  acute  myocardial  in- 
farction and  lead  to  acute  cardiac  failure  and  the 
picture  of  cardiogenic  shock  so  often  encountered 
and  so  poorly  explained  at  autopsy. 

All  these  careful  studies  which  might  lead  to  an 
occasional  salvage  of  a CHD  patient  by  improve- 
ment in  our  medical  or  surgical  facility  of  course 
warrants  our  full  consideration.  We  must  not  lose 
sight,  however,  of  the  urgent  need  to  pursue  the 
ultimate  conquest  of  coronary  atherosclerosis 
which  will  greatly  reduce  the  need  for  the  com- 
plicated studies  involved  in  demonstrating  asyn- 
ergy and  the  location  of  the  critically  damaged 
areas  in  the  myocardium  that  bring  the  condition 
about. 

L.H.N. 
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Letter  To  The  Editor 


To  the  Editor 

Prevention  of  Cruelty  to  People 

Medical  doctors  have  the  reputation  of  being  non-joiners 
when  it  comes  to  societies  of  civic  interest.  A recent  experience 
of  mine  proved  to  me  that  this  assertion  is  not  necessarily  true. 

In  my  long  standing  desire  to  fight  effectively  air  pollution, 
noise  pollution,  disease  producing  pigeon  droppings  and 
feathers,  continuous  destruction  of  trees  and  lawns  to  make 
room  for  more  and  more  parking  lots  (the  modern  land  pol- 
lution), dirt  and  litter  on  the  streets,  including  beer  and  liquor 
bottles  on  private  lawns,  rats  as  well  as  similar  cruelties  to 
people’s  health,  I suddenly  had  the  idea  to  create  the  Con- 
necticut Society  for  the  Prevention  of  Cruelty  to  People. 

While  I did  expect  a great  number  of  people  to  join  the 
Society  with  enthusiasm,  it  never  dawned  on  me  that  my 
colleagues  will  be  so  glad  to  sign  up  as  members  of  a society 
which  is  not  purely  medical.  Much  to  my  pleasant  surprise, 
nine  out  of  ten  doctors,  I bumped  into,  not  only  signed  the 
list  of  membership,  but  accompanied  the  signing  with  such 
remarks  as  “I  am  100  per  cent  with  you”,  “This  is  like  love  and 
marriage”,  “How  can  anyone  be  against  it?”  etc.  So  much  so 
that  I collected  in  three  weeks  150  doctors’  signatures  or  about 
one  out  of  four  non-doctors’  signatures.  This  definitely  proves 
that  when  it  comes  to  an  issue  which  is  very  much  in  the 
people’s  interest,  doctors  are  not  exactly  “cold-blooded”  as 
many  try  to  make  believe  they  are. 

I he  membership  of  the  Society  is  growing  every  day  and 
already  its  influence  can  be  felt.  The  little  publicity  that  was 
given  to  it  in  the  Hartford  newspapers  already  persuaded 
many  of  the  pigeon  loving  ladies  to  stop  feeding  them.  Un- 
doubtedly, they  were  not  aware  of  the  role  pigeons  are  playing 
in  the  spread  of  psittacosis  and  histoplasmosis.  In  my  own 
vicinity  the  pigeon  population  diminished  significantly. 

Eor  the  benefit  of  the  readers  of  this  letter,  I would  like  to 
make  it  known  that  anyone  can  become  a member  by  sending 
a check  of  one  dollar,  annual  dues,  to  the  Connecticut  Society 
for  the  Prevention  of  Cruelty  to  People,  193  Girard  Avenue, 
Hartford,  Conn.  06105. 

Sincerely  yours, 
Marcel  Thau,  M.D. 

279  South  Marshall  Street 
Hartford,  Conn.,  06105 


Letters  to  the  Editor  are  welcome  and  will  be  published 
for  informative  and  educational  purposes  as  space  permits. 
As  with  other  material  which  is  submitted  for  publication, 
all  letters  will  be  subject  to  the  usual  editing.  Address  all 
correspondence  to:  The  Editor,  Connecticut  Medicine, 
160  St.  Ronan  Street,  New  Haven,  Connecticut,  06511. 
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The  Continued  Hazard  of  Surgical  Glove  Powders 


Raymond  S.  Holtz,  M.D. 

■ The  subject  of  talc  and  starch  irritation  result- 
ing in  most  operative  complications  and  foreign 
body  granulomata  has  ajjpearcd  in  medical  litera- 
ture for  the  past  twelve  years  or  more.  Immedi- 
ately after  the  harmfid  effect  of  these  powders 
was  noted,  surgeons  endeavored  to  avoid  this  haz- 
ard by  washing  their  gloves  pre-operatively.  This 
practice  was  continued  until  U.  S.  Food  & Drug 
Administration  announced  acceptance  of  Absorb- 
able Dusting  Powder  U.S.P.  as  an  innocuous  sid> 
stance.  Following  this,  the  pre-operative  routine 
of  washing  gloves  was  no  longer  considered  neces- 
sary and  the  practice  was  almost  completely  dis- 
continued. The  innocuity  of  this  powder  was  ap- 
[jarently  not  as  complete  or  minimal  as  believed. 

Evidence  of  this  fact  was  established  on  May  5, 
1959,  when  Myers  ct  al  presented  a paper  to  the 
Philadelphia  Academy  of  Surgery  in  which  they 
described  three  cases  of  starch  peritonitis.  Their 
findings  were  confirmed  by  results  obtained  in  sub- 
sequent animal  experiment  performed  on  three 
dogs. 

One  week  following  the  introduction  of  starch 
into  the  peritoneal  cavities  of  two  dogs,  (the  third 
dog  was  used  as  a control) , they  were  laparoto- 
mized  and  found  to  have  severe  cases  of  starch 
peritonitis  with  foreign  body  granulomata,  ascites 
and  adhesions. 

Based  on  the  assumption  that  starch  peritonitis 
may  have  an  allergic  background,  specific  carbo- 
hydrate stains  for  corn  starch,  also  characteristic 
refractory  properties  in  polarized  light  failed  to 
reveal  any  evidence  of  corn  starch  allergy. 

The  case  presented  herein  is  one  which  the  au- 
thor recently  encountered  in  his  private  practice.  It 
emphasizes  the  fact  that  starch  powders  which  are 
used  at  the  pre.sent  time  by  hospitals  and  glove  man- 
ufacturers are  not  in  all  instances  free  from  harmful 
effect. 

Mrs.  G.  B.  White,  age  thirty-eight,  P2.  G2,  Ab.o  was  admitted 
to  Mount  Sinai  Hospital  because  of  dysfunctional  uterine 
bleeding  and  left  lower  quadrant  pain.  All  laboratory  findings 
including  tests  for  blood  dvserasia  and  endocrinopathy  were 
negative.  X-ray  findings  including  G.  I.  Series,  Barium  Enema 
and  EV.P.  were  negative.  Pelvic  examination  showed  no  un- 
usual features.  She  was  taken  to  the  operating  room  where  a 


D&C  and  examination  under  anesthesia  were  done.  Pap  smear 
was  reported  as  Class  1,  endometrium  was  in  secretory  phase. 
Because  of  long-standing  left  lower  cjuadrant  pain,  laparotomy 
was  performed.  An  enlarged,  fluctuant  tube  on  the  left  side, 
typical  of  hydrosalpinx  was  removed.  .An  incidental  appen- 
dectomy was  also  performed.  Postoperative  recovery  was 
uneventful  and  the  patient  was  discharged  on  her  seventh 
post  operative  day. 

Approximately  three  weeks  later,  because  of  sudden  onset 
of  nausea,  vomiting,  abdominal  pain,  distention  and  elevated 
temperature,  she  was  re-admitted  to  the  hospital.  Uterine 
bleeding  had  also  recurred.  She  was  taken  to  the  operating 
room  for  exploration  and  hysterectomy  for  intractable  uterine 
bleeding.  Upon  opening  the  abdominal  cavity  all  of  the  ab- 
dominal structures  were  found  to  be  acutely  hemorrhagic  in 
appearance;  blood-tinged  ascitic  fluid  was  |)ie.sent.  The  serosal 
surfaces  of  the  small  and  large  bowel,  peritoneum,  uterus  and 
bladder  were  studded  with  millet-size  tidrercles  simulating 
acid-fast  involvement.  There  was  no  evidence  of  caseous 
necrosis.  .\  total  hysterectomy,  right  salpingo-oophorectomy 
and  left  oophorectomy  were  performed.  No  adhesions  were 
noted.  Post-o|)erative  recovery  was  stormy.  Distention  neces- 
sitated a Levine  tube  and  antibiotic  therapy.  Recovery  was 
progressive  and  the  jratient  was  discharged  on  her  tenth  post- 
operative day.  Path  report  showed  foreign  body  granuloma. 

The  author,  like  countless  other  surgeons  who 
are  of  the  opinion  that  glove  powders  are  harm- 
less, neglected  to  wash  his  gloves  prior  to  the  first 
operation.  The  development  of  starch  peritonitis 
with  foreign  body  granulomata  was  obviously  the 
result  of  oversight.  Since  surgeons  seldom  have 
the  opjiortunity  of  a second  look,  there  can  be 
little  doubt  that  many  stormy  postoperative  re- 
coveries are  the  direct  result  of  starch  irritation. 
To  prevent  this,  the  gloves  should  be  washed 
thoroughly  in  basin  water,  rubbing  vigorously 
between  the  fingers  with  a gauze  pad. 

Flospitals  and  glove  manufacturers  are  com- 
jielled  to  continue  the  use  of  starch  powders  and 
their  derivatives  since  there  is  no  satisfactory  sub- 
stitute at  the  present  time. 

The  severity  of  post-operative  symptoms  result- 
ing from  starch  irritation  may  vary  to  a consider- 
able degree,  some  being  unrecognized  because  of 
their  minimal  degree  while  others  may  approach 
those  of  shocking  proportions.  Inasmuch  as  this 
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complication  may  produce  symptoms  of  bizzare 
nature,  a differential  diagnosis  may  be  extremely 
difficult  or  even  impossible  to  make.  As  a result  of 
this,  laparotomy  often  becomes  imperative. 

The  observance  of  this  precautionary  measure  is 
a vital  factor,  not  only  in  the  prevention  of  surgi- 
cal morbidity  but  in  the  avoidance  of  unnecessary 
suffering  and  expense  on  the  part  of  the  patient. 
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On  Making  Ethical  Decisions 

We  must  come  back  to  the  medical  decision  in  those  disturbing  cases  where  the 
doctor  cannot  hope  to  find  a ready-made  solution  by  established  standards.  We 
must  define  which  factor  in  the  last  analysis  would  cause  a doctor  to  make  the  final 
decision  in  such  cases.  It  cannot  be  an  order  imposed  by  an  external  force  as  the 
preceding  argument  adequately  proves.  The  final  motive  can  only  be  inner  and 
personal.  The  action  of  the  doctor  can  be  nothing  else  than  the  projection  of  the 
image  which  he  has  himself  made  of  the  external  world,  of  the  sick  man  and  of 
the  role  of  the  doctor.  A practical  consequence  follows  immediately;  The  ethical 
training  of  a doctor  cannot  be  limited  henceforth  to  the  teaching  of  a few  ready- 
made rules;  it  should  also  encourage  a lucid  inner  understanding  of  the  relationship 
between  doctor  and  patient,  of  the  dignity  of  the  latter  and  of  the  extent  of  the 
services  which  the  former  can  offer.  In  this  way  will  be  developed  more  surely  than 
by  a code  the  deep  sense  of  personal  responsibility  essential  for  every  doctor. 

To  produce  doctors  who  are  strong  men,  who  are  not  only  honest  and  just  in 
thought  but  efficient  in  action;  to  develop  in  them  an  awareness  of  the  value  of 
human  life;  to  convince  them  that  their  vocation  is  an  extensive  obligation  to  the 
individual  and  to  the  group:  such  it  would  seem  are  the  best  means  of  facing  the 
ever-increasing  difficulties  of  medical  ethics.  Jean  Hamburger  in  Ethics  in  Medical 
Progress.  Ciba  Foundation  Symposium,  edited  by  Wolstenholme,  G.  E.  W., 
O’Connor,  M.  J.  and  J.  A.  Churchill,  Limited  London,  and  Little  Brown  and  Co., 
Boston,  1966.  pp.  137-138. 
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Meningococcemia 

Leo  Litter,  M.D. 


For  many  years  Meningococcemia  has  been  a 
treacherous  disease  to  treat.  Its  therapy  is  still  an 
unsolved  problem. 

'File  meningococcus,  or  Neisseria  meningitidis,  a 
Ciram-negative  diplococcus,  gains  entrance  through 
the  upjjer  respiratory  tract.  .A  bacillemia  follows 
and  the  subsecpient  course  depends  on  the  resist- 
ance of  the  host.  If  this  proves  to  be  low,  septicemia 
is  likely  and  localization  in  the  meninges  is  par- 
ticularly liable  to  occur. 

Meningococcemia  has  a sudden  onset,  with  high 
fever— 105°  F'.  or  higher— twitching  or  convulsions 
—especially  in  infancy— marked  toxemia  and  a 
spreading  purpuric  rash  which  may  varv  in  degree 
from  scattered  petechiae  to  extensive  ecchymoses. 
Fhere  may  be  profoutid  shock,  pallor  and  gasping 
respirations  in  severely  affected  infants,  the  so- 
called  Waterhouse-F'riderichsen  syndrome.  W'hen 
this  occurs  the  prognosis  is  grave,  not  more  than  50 
per  cent  recovering  even  with  the  best  treatment. 
.\t  autopsy,  extensive  bilateral  adrenal  hemorrhage 
is  found. 1 

A severe  case  of  meningococcemia  in  a 21/9  year- 
old  child,  who  responded  well  to  a comprehensive 
therapeutic  regime,  is  presented. 

Meningococcemia 

J.  J.,  21/2  year-old,  white  male  child  was  admitted  to  St. 
Francis  Hospital  because  of  fever,  vomiting  and  rash. 

H.P.l.  He  had  been  apparently  well  until  one  week  prior 
to  admission  when  he  developed  fever  and  cough  associated 
with  bouts  of  drowsiness  ami  diarrhea.  He  improved  tem- 
porarily for  2 days  on  ASA  and  remained  afebrile  for  the  next 
few  days.  One  day  prior  to  admission  he  again  developed 
high  fever  with  vomiting.  He  was  seen  by  his  pediatrician 
who  advised  hospitalization  but  the  parents  were  reluctant. 
The  child  was  brought  home  and  3 hours  later  developed 
a ■ rash  over  the  upper  chest,  lower  abtlomen  and  upper 
thighs  with  persistence  of  high  fever  (10,5°  F.),  vomiting  and 
irritability.  The  pediatrician  was  called  and  referred  him 
for  admission.  History  of  exposure  to  contagious  disease  or 
possible  drug  ingestion  denied. 

Past  History.  Birth  weight  6 lbs.  Neonatal  course  unevent- 
ful. Development  normal.  Immunizations:  routine.  Has  had 
measles  and  febrile  convulsions  at  1 year  of  age.  No  history 
of  allergy  or  previous  operations. 

Family  History.  Youngest  of  8 children.  Sibs  doing  well. 


Fici'kf  I 

Critically  ill  patient  being  examined  immediately  upon 
aditiission. 


Physical  Exam.  \Vel!-developeil  and  nourished,  but  some- 
what lethargic,  dehydrated,  highly  febrile  white  male  child 
weighing  33  pounds.  Temperature  105.6°  F. 

Head — fontanels  closed.  No  scars. 

EENT — Eyes — no  nystagmus,  small  subconjunctival  linear 
bemorrhage  of  left  eye.  Pupils  equal,  round  and  reactive. 
Fundus  normal.  Eardrums — minimal  peripheral  congestion. 
No  nasal  discharge  no  epistaxis.  Lips  are  dry  and  parched 
with  dark  material  coating  the  gums.  Tongue  dry  and  coated 
white.  Tonsils  enlarged,  no  exudate. 

Neck — supple  with  few  palpable  cervical  lympb  nodes. 

Chest — symmetrical  with  equal  expansion  of  pulmonum. 

Heart — regular  sinus  rhythm.  160/min.  Pulse  full  and 
bounding.  No  murmur.  Blood  pressure  90/40. 

Lungs — clear,  respirations  60/min. 

Alxlomen — fiat,  soft.  Liver  edge,  sharp  and  2 cm.  below 
right  costal  margin.  Tip  of  spleen  palpable.  Generalized 
tenderness  on  deep  palpation  without  any  muscle  guarding 
or  rebound.  Bowel  sounds  good. 

Extremities — marked  tenderness  on  knee,  ankle,  elbow  and 
wrist  joints  without  any  swelling  or  redness. 

Skin — maculo-papular  rash,  discrete  over  the  face,  neck, 
upper  anterior  chest,  lower  abdomen,  buttocks  and  thighs. 

Neurological — conscious,  oriented,  lethargic.  Babinski’s 
positive  bilateral. 

Laboratory  Results:  (2nd  day)  Bleeding  time  8i/^  minutes. 

Coagulation  lli^  min;  clot  soft,  retraction  normal. 

pH  of  whole  blood  38°  C.  -7.48. 


DR.  LEO  LITTER,  Attending  in  Pediatrics,  Mt.  Sinai 
Hospital,  Hartford,  Conn. 
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Figure  II 


Diffuse  petechial  hemorrhage  typical  of  this  disease. 
Serum 

Electrolyte  NA  Cl  CO.  K 

105mec]/L  15  meq/L  3.4  meq/L 

99  meq/L  22  meq/L  4.9  meq/L 


(1st  day) 

(7th  day) 
Blood  type 
Total  proteins 


NA 

137  meq/L 
141  meq/L 
O Rh  + 

6.7  gms 
(1st  day) 


% 


A/G  2.6/4. 1 (8th  day) 
Neisseria  meningitidis  Serologic 


Blood  cultures 
group  B 

Sensitive  to  Sulfa,  Penicillin,  Tetracycline,  Panamycin, 
Polycillin,  Streptomycin,  Erythromycin,  Chloromycetin. 
(20th  and  28th  day)  negative. 

Blood  sulfa  levels  15.3  mgs%  (2nd  day) 

8.8  mgs%  (5th  day) 

BUN  7 mgs%  (18th  day) 

Spinal  Fluid  (1st  day)  clear,  colorless,  no  cells  seen. 

Sugar  115  mgs7„  Protein  17  mgs%  Chlorides  128  meq/L 
Smear-no  organism  Culture-no  growth 
Sedimentation 

2nd  day  5th  day  11th  day  24th  day 
1 mm/hr.  48  mm/hr.  80mm/hr.  26  mm/hr. 
Prothrombin  time — 11%  of  normal  (2nd  day) 

37%  of  normal  (3rd  day) 

100%  of  normal  (24th  day) 

Urine  culture — negative. 

Series  of  urinalysis  and  sulfa  crystals — negative. 

Stool  for  occult  blood  positive  on  3rd,  5th,  10th,  11th,  13th 
through  17th  day. 

EKG  (2nd  day)  normal. 


Figure  III 

Closeup  of  petechial  and  ecchymotic  lesicins  on  right  foot. 


Peripheral  Blood  Counts 


Day 

1st 

2nd 

3rd 

25th 

WBC 

5,100 

18,800 

27,900 

5,500 

Neutrophils 

75% 

74% 

90% 

52% 

Ly  mphocytes 
Atypical 

15% 

11% 

3% 

33% 

lym  phocytes 

0 

0 

1% 

4% 

Monocytes 

6% 

11% 

5% 

5% 

Metamyelocytes 

3% 

4% 

1% 

0 

Eosinophils 

1% 

0 

0 

6% 

RBC 

4,220,000 

5,520,000 

4,460,000 

— 

Hemoglobin 

7 gms. 

9 gms. 

8 gms. 

1 1 gms. 

Hematocrit 

26% 

32% 

27% 

38% 

Nucleated  RBC 

11% 

0 

0 

0 

Flypochromia 

3 + 

2 + 

2 + 

2-f 

Microcytosis 

Basophilic 

3 + 

2 + 

2-ff 

1 + 

stippling 

1 + 

0 

0 

OCC. 

Poikilocytosis 

1 + 

1 + 

occ. 

occ. 

Eliptocytosis 

0 

1 + 

few 

0 

Platelets 

Increased 

88,000/ 
cu.  mm. 

De- 

creased 

Slightly 

in- 

creased 


Figure  IV 

Several  days  following  medication,  healing  is  progressing. 
Lesions  were  more  pronounced  on  the  left  side. 


Course  in  the  Hospital — Initially  vital  signs  were  stable.  Im- 
mediately upon  admission  blood  for  culture  was  obtained. 
Intravenous  fluids  were  started  with  Penicillin  and  sulfa 
diazine  therapy.  After  an  hour,  blood  pressure  dropped  to 
50/30.  The  skin  eruption  became  purpuric  and  increased  in 
intensity  and  progressively  extended. 

Whole  blood  and  steroids  were  administered.  Blood  pres- 
sure rose  to  110/50-70  and  vital  signs  remained  stable. 

After  4-6  hours  the  whole  body,  especially  the  extremities, 
chest  and  face,  was  covered  with  large  areas  of  purpura.  Con- 
dition remained  the  same  for  the  next  12  hours.  Temperature 
dropped  to  101°F.  Blood  culture  grew  Neisseria  meningitidis 
in  24  hours. 

On  the  second  day  he  developed  a distended  abdomen  with 
stools  positive  for  occult  blood  and  low  prothrombin  time. 
At  this  time  the  Aspirin  was  discontinued  and  Tylenol  sub- 
stitutefl.  Chloromycetin,  Vitamin  K and  C were  added  to  the 
therapy.  Lactinex  therapy  was  started  to  prevent  over-growth 
of  yeast,  monilia,  and  staphylococci. 
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He  improved  for  tlie  next  6 days  with  drying  up  of  the 
skin  lesions,  diminution  of  abdominal  distention  and  nega- 
tive blood  in  stool.  After  1 week  he  again  started  spiking 
fever  to  101-102°  F.  and  on  the  9th  day  to  104°  F.  At  this 
point  all  medications  were  discontinued  and  blood,  urine 
cultures  were  repeated. 

Hemoglobin  droijped  to  6.5  gms.  on  the  12th  day  and  an- 
other blood  transfusion  was  given.  Repeat  cultures  were 
negative. 

On  the  2nd  week  of  hospital  stay  he  was  ambulatory  with 
areas  of  sloughing  over  the  left  knee,  both  feet  and  leg. 

■After  the  3rtl  week,  Chvmar  ointment  was  applied  to  areas 
of  sloughing  over  the  left  upper  and  lower  extremities.  Three 
(lays  later,  good  healing  and  softening  were  noted  on  the  left 
side.  1 he  hos|)ital  .staff  was  much  impressed  with  the  more 
rapid  healing  response  of  the  sloughed  areas  to  Chymar 
ointment. 

On  the  4th  week,  debridement  was  performed.  Repeal 
blood  studies  showed  patient  to  be  much  improved.  Hemo- 
globin remained  at  11  grams  and  prothrombin  rose  to  100% 
of  normal.  .Skin  grafting  over  the  denuded  areas  was  per- 
formed on  the  36th  day  of  illness,  and  child  was  discharged 
several  days  later. 


Chvmar  ointment  is  used  on  the  left  lower  extremity. 

Summary  of  Medications  Used 

Atjitcous  Penicillin  I.  V.  for  3 clays. 

Sulfadiazine  I.  V.  for  3 days. 

Oral  sitlfa  and  penicillin  for  next  6 days. 
Chloromycetin  48  hours. 

Solu-Medrol  I.  V.  for  5 days,  then  Meticorten  for 
ten  days. 

Vitamin  K and  C 
Iron,  orally 

Amphogel,  Pyribenzamine 
Chymar  ointment 

Parenteral  Fluids:  1)  Normal  saline  with  Dextrose 
and  KCl 

2)  Baxter’s  Electrolyte  No.  75— 

5% 

Blood  transfusions 
Lactinex 


Comments 

The  clinical  syndrome  of  meningococcemia  is 
rather  characteristic.  Seventy  per  cent  of  the  cases 
affect  children  below  the  age  of  two.  The  disease 
starts  suddenly  with  nausea,  vomiting,  headache 
and  fever,  follcjwed  by  deep  cyanosis  alternating 
with  marked  pallor.  The  sensorium  becomes 
clouded  and  convulsions  occur  in  some  cases.  After 
a few  hours,  petechial  cutaneous  hemorrhages  ap- 
pear and  increase  rapidlv  in  number  and  size,  be- 
fore fusing  into  large  suffusions.  Sanguineous  saliva 
and  diarrhea  indicate  mucosal  hemorrhages.  In 
atidition,  livid  discoloration  of  large  areas  may 
appear. 

Tliere  may  be  severe  shock  with  an  almost  im- 
perceptible pulse  and  hyperpyretic  temperatures 
while  the  blood  pressuie  may  be  unobtainable. 
1 he  patient  then  loses  cotisciousne.ss  and  usually 
succumbs  in  a cleej)  coma  withiti  10  to  maximally 
48  hours.  I'he  blood  smear  shows  usually  a shift 
to  the  left  and  otily  a slight  elevation  or  even  ;i 
reduction  of  the  number  of  leukocytes.  Rare  find- 
itigs  include  a diminution  of  the  platelets,  hypo- 
glycemia, hyponatremia  and  hyjjerkalemia.- 

Iti  typical  cases  the  spitial  lluicl  is  free  of  albumin 
atul  at  most  shows  a mitiimal  increase  of  the  cells. 
4'he  diagnosis  is  established  by  the  demonstration 
of  the  meningococcus  in  spinal  lluicl,  blood,  botie 
marrow  or  scarified  cutaneous  hemorrhages. 

4'he  stress  situation  of  :m  acute  severe  infection 
places  an  increased  demand  on  the  suprarenal 
cortex.  Cortisone  administration  may  represent 
merely  symptomatic  therajjy  with  an  antitoxic,  ati- 
tiphlogistic  and  anti-allergic  effect. 


Figure  VI 


Rapid  healing  of  lesions  on  the  left  side.  Skin  graft — right 
upper  thigh. 

It  is  the  feeling  of  the  author  that  whereas  the 
place  of  antibiotics  has  firmly  been  established  in 
the  treatment  of  meningococcemia,  optimal  man- 
atfement  demands  the  addition  of  adrenal  steroids 
in  adequate  dosage. 
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Figure  VII 

Patient  well  on  discharge. 


Summary 

A case  of  fulminating  meningococcemia  with  re- 
covery is  presented.  Details  of  management  result- 
ing in  a favorable  outcome  are  discussed.  The 
favorable  outcome  of  this  case  may  be  partly  at- 
tributed to  the  deep  personal  interest  of  the  St. 
Francis  hospital  house  staff. 

Comprehensive  therapy  consists  of  many  facets. 
Circulatory  failure  was  treated  with  fluids,  electro- 
lytes and  small  transfusions  of  blood.  Since  some 
strains  of  Group  B meningococci  are  resistant  to 
sidfonamides,  pending  results  of  the  antibiotic- 
sensitivity  tests,  large  doses  of  penicillin  were  also 
administered.  Therapy  also  included  Lactinex  to 
prevent  outgrowth  of  pathogenic  organisms,  Am- 
phogel  to  prevent  gastric  mucosal  irritation  by  the 
steroids.  Vitamin  C and  K to  bolster  the  vascular 
system  and  Chymar  Ointment  to  hasten  healing 
of  the  sloughed  skin  areas. 
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Sage  Counsel  To  Graduates  Of  80  Years  Ago 

He  (the  recent  medical  graduate)  should  never  forget  that  medicine,  like  all 
knowledge,  has  a past  as  well  as  a present  and  future,  and  that  in  the  past  is  the 
indispensable  soil  out  of  which  improvement  must  grow.  He  should  remember,  too, 
that  however  closely  related  the  several  branches  of  medicine  are  to  one  another, 
each  one  in  its  turn  is  best  learned  by  an  almost  exclusive  devotion  to  it  for  a time, 
and  when  his  barns  are  filled  to  bursting  with  his  harvest,  let  him  not  forget  that 
the  grain  has  still  to  be  winnowed.  His  fan  must  be  in  his  hand  to  purge  the  thresh- 
ing-floor of  the  dead,  the  unessential,  the  hypothetical,  the  fanciful,  and,  above  all, 
the  false.  In  all  things  truth  must  be  his  object,  his  inspiration,  and  his  guide;— 
StillG  A.:  Address  Delivered  to  the  Medical  Classes  of  the  University  of  Pennsyl- 
vania, Med  44:433-438,  1884.  ' 
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A Follow-up  Evaluation  of  Lumbar  Disc  Surgery 

A.  D.  Greenberg,  M.D.  and  S.  Flanigan,  M.D. 


Mixter  and  Barr  published  the  paper  on  the 
original  surgical  nianageinent  of  a ruptured  inter- 
vertebral disc  in  193-h^.  Since  that  time  large  series 
have  re[K)rted  surgical  results.  This  is  a review  of 
the  lumbar  discs  operated  at  the  Veterans  Admin- 
istration Hospital,  West  Haven,  Connecticut,  from 
1954  to  1964.  In  this  ten  year  period  350  patients 
were  operated  with  a diagnosis  of  a ruptured  lum- 
bar disc.  A (juestionnaire  sent  to  these  patients 
consisted  of  35  eptestions  which  could  be  answered 
affirmative  or  negative.  The  questions  were  de- 
signed to  define  the  patient’s  impressions  of  his 
experience  with  the  lesion  and  the  surgery  for  it. 
The  report  is  based  on  112  responses  to  the  tpies- 
tionnarie.  All  but  two  of  the  patients  were  males 
and  the  ages  ranged  from  27  to  73  years  with  an 
average  of  44  years.  In  51  patients  (46  per  cent) 
the  L5  disc  was  removed;  in  49  patients  (44  per 
cent)  the  L4  disc  was  removed;  L3  disc  disruption 
was  encountered  in  only  four  patients  (4  per  cent)  ; 
five  patients  required  excision  of  both  the  L4  and 
the  L5  discs;  and  in  three  patients  (3  per  cent)  no 
disc  abnormality  was  found.  An  immediate  family 
history  of  “disc  trouble”  was  acknowledged  in  14 
per  cent  of  those  reporting.  Forty-four  patients 
had  e.xperienced  neck  or  arm  pain  in  addition  to 
the  sciatic  and  low  back  pain. 

Ninety-nine  patients  (88  per  cent)  indicated 
that  they  had  had  relief  of  pain  with  the  operative 
procedure  for  the  removal  of  an  offending  rup- 
tured intervertebral  disc.  At  the  same  time  almost 
as  many  patients  (96)  still  had  some  discomfort. 
Among  the  latter,  27  indicated  occasional  low 
back  pain,  13  responded  affirmatively  to  persistent 
or  recurrent  leg  pain,  and  56  others  acknowledged 
some  residua  of  both  symptoms.  The  persistent 
pain  was  of  the  same  nature  as  that  prior  to  sur- 
gery in  33  patients  (29  per  cent)  although  the 
majority  responding  so  indicated  less  severity  of 
the  pain.  Sixteen  patients  (14  per  cent)  felt  that 
their  pain  was  greater  at  the  time  of  reporting 
than  it  had  been  before  the  surgery.  More  than 
one  operative  procedure  was  undertaken  in  21 
patients  (18  per  cent)  and  among  these  a larger 
number  felt  that  there  had  been  no  relief  with 
surgery. 


One-third  of  the  patients  responding  to  the  ques- 
tions indicated  that  they  had  been  unable  to  work 
for  a period  of  more  than  six  months  prior  to  the 
ojjcrative  procedure.  Twenty-seven  patients  (24 
per  cent)  were  unemployed  at  the  time  of  the  in- 
cpiiry  and  almost  all  of  these  had  been  unable  to 
resume  their  usual  or  any  work  in  the  six  months 
following  the  operative  procedure.  A third  of  the 
patients  attributed  their  disc  problems  to  the  type 
of  work  they  were  doing.  Forty-eight  patients  (43 
jter  cent)  were  doing  lighter  work  than  that  in 
which  they  were  occiq^icd  before  this  surgery.  All 
but  one  of  this  latter  group  attributed  the  change 
in  their  occupation  to  the  problem  which  they  had 
suffered  with  the  lumbar  disc.  Nearly  half  of  the 
patients  stated  that  they  were  still  losing  work 
because  of  the  disc  problem.  Sixty-five  patients 
had  used  a lumbosacral  sujjport  at  some  time  be- 
fore or  after  the  surgery  and  60  per  cent  of  these 
patients  felt  that  it  had  provided  them  some  relief. 

On  the  basis  of  responses  to  the  questionnarie 
patients  were  grouped  as  improved  or  unimproved 
with  operative  intervention.  Only  14  per  cent  of 
the  jtatients  reported  that  they  were  no  longer 
having  any  discomfort.  When  re-operation  had 
occurred  no  one  of  the  patients  considered  him- 
self “cured”.  Even  the  number  who  acknowledged 
relief  with  the  surgery  dropped  from  91  per  cent 
in  those  who  had  undergone  a single  operation  to 
76  per  cent  in  those  who  had  been  operated  more 
than  once.  Three  times  as  many  patients  who  were 
operated  more  than  once  were  classified  as  unim- 
proved, but  there  was  no  greater  incidence  of  un- 
employment in  this  group.  Twice  as  many  of  those 
who  had  undergone  multiple  operations  attributed 
their  disc  trouble  to  their  work.  The  level  of  disc 
disruption  bore  no  correlation  with  the  blame  of 
the  difficulty  on  the  occupation. 


DR.  .\LVIN  D.  GREENBERG,  Clinical  Instructor  in  Neuro- 
surgery, Yale  University  School  of  Medicine. 

DR.  S'EEVENSON  FL.ANIG.XN,  Professor  of  Neurosurgery, 
University  of  Arkansas  Medical  Center,  Little  Rock,  Arkansas. 
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The  results  of  this  study  were  compared  to  the 
series  of  1176  patients  reported  by  Gurdjian  et  al-, 
and  the  413  male  patients  reported  by  Brown  and 
Pont^.  The  incidence  of  poor  results  or  patients 
reporting  an  unimproved  condition  were  compar- 
able in  each  of  the  series.  The  number  of  patients 
reported  “cured”  was  greater  in  both  the  Gurdjian 
and  the  Brown  and  Pont  series.  When  the  latter 
series  was  subdivided  so  that  results  were  reported 
on  the  one  hand  for  those  patients  which  were 
private  and  on  the  other  for  those  which  were 
industrial  workers,  the  figures  for  the  industrial 
worker  group  were  very  nearly  comparable  to 
those  obtained  in  the  survey  of  the  Veterans  Ad- 
ministration patients.  There  was  a greater  number 
of  patients  at  the  Veterans  Administration  hospi- 
tal who  were  operated  more  than  once  and  in 
keeping  with  the  other  two  series  these  patients 
did  not  fare  as  well  as  those  undergoing  only  one 
operative  procedure.  In  Gurdjian’s  series  only 
three  per  cent  of  the  patients  operated  more  than 
once  became  symptom  free  and  24  per  cent  were 
considered  “poor  results”. 


It  becomes  apparent  that  patients  operated  for 
lumbar  disc  disease  can  expect  palliation  but  in 
general  should  not  anticipate  a complete  cure  from 
their  symptoms.  The  operation  is  a procedure  for 
relief  of  symptoms  but  a substantial  number  of 
patients  continue  to  have  an  awareness  of  the  dif- 
ficulty for  which  they  underwent  the  operative 
procedure.  In  general  these  residual  symptoms  are 
not  sufficiently  severe  to  be  brought  to  the  atten- 
tion of  the  physician  and  can  be  accepted  by  the 
patient  provided  he  is  not  seeking  a “cure”. 
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High  Living  and  Air  Pollution  300  Years  Ago 

True  Old  Parr  is  said  to  have  lived  152  years  and  nine  months  and  to  have 
married  a widow  when  he  was  120  years  old.  Even  at  this  age  prosperity 
overcome  him.  The  autopsy  report  by  Dr.  Harvey,  November  6,  1635,  says 
“in  short  all  his  inward  parts  appeared  so  healthy  that  if  he  had  not  changed 
his  dyet  and  air,  he  might  perhaps  have  lived  a good  while  longer.  But 
coming  out  of  a clear,  thin  and  free  air  into  the  thick  air  of  London  and 
after  a constant  plain  and  homely  country  diet,  being  taken  into  a splendid 
family  (of  the  Earl  of  Arundel)  where  he  fed  high  and  drank  plentifully 
of  the  best  wines;  whereupon  the  natural  functions  of  the  parts  of  his  body 
were  overcharged,  his  lungs  obstructed  and  the  habit  of  the  whole  body  quite 
disordered,  upon  which  there  could  not  but  soon  ensue  a dissolution.”— From 
Editorial  by  Howard  Circulation. 


Volume  31,  No.  12 


849 


Mafernal  Rubella  And  Hearing  Loss: 

A PreHminary  Report  on  Findings  from  the  1964  Epidemic 

Noel  D.  Matkin,  Ph.D.,  William  H.  Petersen,  M.A.  and  James  E.  Peck,  M.A. 


It  is  well  recogni/cd  that  maternal  rubella  dur- 
ing early  pregnancy  may  cause  serious  develop- 
mental anomalies  in  the  Ictus.  A triad  of  symptoms 
in  the  newborn  including  cardiac  defects,  congeni- 
tal cataracts  and  hearing  loss  was  related  to  this 
disease  by  early  investigators^,  -,  Neonatal  studies 
lollowing  the  1964  rubella  epidemic  in  this  coun- 
try have  revealed  a number  of  additional  mani- 
festations which  may  occur  in  isolation  or  in  any 
combination^.  Any  one  or  combination  of  these 
congenital  abnormalities  may  adversely  inlluence 
the  young  child’s  development. 

W'hile  a bilateral  auditory  impairment  has  long 
beeti  recognized  as  one  potential  secpiela  of  ma- 
ternal rubella,  neither  the  fre(]uent  incidence  nor 
the  pervasive  effects  of  such  an  impairment  have 
been  stressed.  For  this  reason,  the  purpose  of  this 
jjaper  is  two-fold: 

1)  to  review  past  studies  concerned  with  the 
relationship  of  congenital  hearing  loss  and 
maternal  rubella,  and 

2)  to  present  pertinent  case  history  information 
and  the  aucliological  findings  for  a sample 
of  children  with  an  etiology  of  maternal 
rubella  stemming  from  the  1964  epidemic. 

Review  of  Literature 

Implication  of  the  rubella  virus  as  a cause  of 
birth  defects  is  credited  to  an  investigation  by 
Gregg  in  194P.  By  1949,  hearing  loss  was  clearly 
established  as  one  of  the  more  common  sequelae 
of  the  disease®.  Further,  it  has  been  noted  that  an 
auditory  impairment  results  most  frequently  when 
the  onset  of  the  rubella  rash  in  the  mother  occurs 
between  the  sixth  and  ninth  week  of  pregnancy. 
In  other  words,  the  relative  risk  of  such  an  audi- 
tory impairment  appears  to  be  highest  during  the 
second  month  of  gestation,  a time  which  corre- 
sponds to  rapid  cellular  differentiation  in  the  fetal 
cochlea. 

The  exact  incidence  of  hearing  impairment 
among  rubella  babies  is  not  well  established.  For 
example,  estimates  range  from  a low  of  2.8%  to  a 
high  of  52%  ®,'^.  A number  of  variables  including 


test  procedures,  sophistication  of  the  tester,  criter- 
ion for  hearing  loss,  etc.,  may  account  for  such  a 
wide  variance.  y\nother  important  factor  may  be 
the  age  of  the  sulqect  when  tested.  It  is  of  interest 
that  longitudinal  studies  find  a marked  increase  in 
the  incidence  of  rubella  hearing  loss  with  in- 
creased age.  Giles,  et  ah,  reported  that  only  27% 
of  their  hcaring-inqiaired  rubella  subjects  were 
itlentified  as  having  a hearing  loss  by  18  months 
of  age®.  A number  of  partially-hearing  children 
were  not  identified  until  the  age  of  five.  Since 
partially-hearing  youngsters  characteristically  re- 
spond to  some  of  the  louder  environmental  and 
speech  sounds,  a hearing  loss  is  not  suspected. 
They  are  often  labeled  as  ‘slow  talkers’  and  are  not 
refened  for  hearing  tests  until  it  is  obvious  that 
their  communication  deficits  will  preclude  normal 
school  placement. 

Two  factor-s,  in  addition  to  the  variables  men- 
tioned above,  could  account  for  the  increased  inci- 
dence of  hearing  impairment  in  older  rubella  chil- 
dren. On  one  hand,  the  rubella  child  is  as  suscepti- 
ble to  middle  ear  infections  with  an  increase  in 
hearing  loss,  as  are  other  preschool  youngsters. 
In  fact,  Hopkins'*  found  that  13  out  of  92  rubella 
patients  had  a history  of  otitis  media,  a proportion 
which  was  somewhat  greater  than  reported  for  the 
siblings  of  these  same  patients.  (Of  course,  addi- 
tional impairments  may  result  also  from  any  one 
of  the  host  of  etiological  factors  which  cause  a 
hearing  loss  during  childhood)  . On  the  other 
hand,  some  investigators  have  speculated  recently 
that  additional  damage  to  the  auditory  mechanism 
may  result  postnatally  since  some  subjects  have 
been  found  to  be  actively  infected  with  the  rubella 
virus  following  birth***,  **.  In  either  instance,  an  in- 
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creased  incidence  of  hearing  impairment  among 
older  rubella  children  should  be  anticipated.  To 
summarize,  while  statistics  regarding  incidence  do 
vary,  most  researchers  conclude  that  hearing  losses 
are  a good  deal  more  frequent  in  samples  of 
rubella  babies  than  is  generally  suspected. 

The  initial  report  by  Murray  in  1949,  indicated 
that  the  hearing  loss  related  to  maternal  rubella 
was  sensori-neural  in  type,  i.e.,  a dysfunction  of 
the  inner  ear  and/or  eighth  cranial  nerve®.  Further, 
both  ears  were  involved  in  the  vast  majority  of 
the  subjects.  These  clinical  observations  were  later 
substantiated  by  Fisch  in  England  and  Goodhill 
in  the  United  States^-, 

While  temporal  bone  studies  of  hearing-im- 
paired rubella  cases  are  limited,  the  available  his- 
tologic studies  have  revealed  celhdar  changes  pri- 
marily in  the  cochlear  structures’^,  Among  the 
changes  noted  were  poor  differentiation  of  the  hair 
cells,  cytoplasmic  destruction  in  the  organ  of  Corti, 
and  a demonstrable  reduction  of  blood  vessels  in 
the  stria  vascularis  of  the  inner  ear.  Thus,  the 
limited  number  of  temporal  bone  examinations 
indicate  that  the  site  of  lesion  underlying  the 
rubella  hearing  loss  is  in  the  inner  ear;  a finding 
which  had  been  inferred  from  earlier  audiological 
studies. 

The  average  degree  of  hearing  loss  at  those  fre- 
quencies important  for  the  perception  of  speech 
has  been  found  to  be  substantial  in  most  instances. 
Murray’s  data  revealed  that  the  average  loss  for 
his  sample  was  65  dB  in  the  better  ear®.  Hardy 
reported  an  average  loss  of  58  dB  for  a sample  of 
rubella  cases’®.  In  both  studies,  the  degree  of  hear- 
ing loss  would  be  classified  as  moderate  in  severity. 
Of  course,  it  should  be  recognized  that  a hearing 
loss  due  to  most  etiologies  can  range  from  mild  to 
profound.  Goodhill’s  findings  reveal  that  such  a 
variation  in  severity  does  occur  with  a sample  of 
rubella  cases  since  a range  of  hearing  loss  from 
20  dB  to  100  dB  was  observed’®. 

Most  investigators  have  further  noted  that  re- 
gardless of  the  degree  of  impairment,  some  resid- 
ual hearing  is  found  across  frequency.  In  other 
words,  the  impairment  is  of  similar  magnitude  for 
the  several  frequencies  routinely  tested  during 
pure-tone  audiometry.  Therefore,  the  audiometric 
configuration  reflected  by  the  pure-tone  audiogram 
is  typically  described  as  a flat  profile.  This  con- 
figuration is  in  sharp  contrast  to  the  precipitous 
pure-tone  configuration  encountered  in  many  con- 
genital impairments,  where  there  is  little  if  any 
hearing  for  the  higher  frequencies  which  carry 


important  acoustic  information  needed  for  the  per- 
ception of  speech. 

The  hndings  from  past  studies  of  congenital 
auditory  impairment  due  to  the  rubella  virus  can 
be  capsulized  in  the  following  manner.  First,  a 
hearing  loss  of  substantial  magnitude  in  both  ears 
is  usually  encountered.  While  such  losses  may  oc- 
cur in  as  many  as  50%  of  all  rubella  babies,  such 
impairments  may  escape  detection  until  the  child 
is  older  unless  audiological  assessments  are  sched- 
uled from  an  early  age.  Finally,  both  audiologic 
and  histologic  studies  indicate  that  the  most  proba- 
ble site  of  dysfunction  underlying  the  auditory 
impairment  is  in  the  cochlea. 

ClinicaE  Procedure  and  Findings 

A sample  of  thirty  two  children  with  a history 
of  maternal  rubella  and  suspected  hearing  loss 
was  evaluated  during  1966  in  the  University  of 
Connecticut  (UConn)  Hearing  Clinics  at  either 
the  Hartford  Hospital  or  the  Newington  Flospital 
for  Crippled  Children.  The  average  chronological 
age  of  these  youngsters  at  the  time  of  the  initial 
assessment  was  22  months.  Prior  to  the  audio- 
logical  evaluation,  specific  case  history  informa- 
tion was  obtained  regarding  the  time  during  preg- 
nancy that  rubella  vzas  contracted,  the  child’s  birth 
weight,  the  rate  of  motor  development  and  the 
incidence  of  associated  anomalies. 

VV’hile  the  sidDjects’  young  age  precluded  the 
utilization  of  formal  audiometric  techniques,  valu- 
able information  was  obtained  regarding  auditory 
status  by  presenting  calibrated  acoustic  stimuli  into 
a sound-treated  test  environment.  Behavioral  ob- 
servation audiometry  (BOA)  was  first  employed 
to  establish  the  minimal  intensity  at  which  con- 
sistent auditory  responses  were  observed.  The 
acoustic  stimuli  for  this  test  included  recorded 
environmental  sounds,  monitored  live-voice  pre- 
sentations, and  the  noise  generated  by  various 
sound  toys.  Responses  of  the  child  to  such  sound 
presentations  included  cessation  of  activity,  a star- 
tle response,  scanning  of  the  environment  and/or 
localization  of  the  sound  source  to  one  of  the 
loudspeakers.  Since  many  of  the  test  signals  con- 
tained multiple  frecjuencies,  only  the  general  de- 
gree of  hearing  loss  could  be  determined.  In  other 
words,  precise  information  regarding  auditory  def- 
icits at  specific  frequencies  could  not  be  obtained. 
For  this  reason,  conditioned  orientation  reflex 
audiometry  (COR)  as  described  by  Suzuki  and 
Ogiba  was  also  utilized  during  the  evaluation’®. 
With  this  technique,  the  child  is  conditioned  to 
anticipate  a visual  stimulus  immediately  following 
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tlie  jjicscntation  ol  an  acoustic  signal.  Once  con- 
ditioned, the  suitject  responds  to  the  auditory  pre- 
sentation, if  lieard,  by  tinning  toward  the  poten- 
tial source  of  light.  I'he  tester  then  reinforces  this 
anticipatory  behavior  by  Hashing  a light  which 
has  been  incorporated  into  an  attractive  toy.  With 
this  jjrocedure,  it  is  possible  to  jnesent  various 
pure  tones  with  a 5%  fretpiency  modulation  in  the 
sound  field  and  thereby  obtain  estimates  of  the 
patient’s  auditory  acuity  across  frequency.  Infor- 
mation regarding  the  jjatient’s  pure-tone  configura- 
tion is  highly  advantageous  in  terms  of  selecting  a 
hearing-aid  with  the  most  approjniate  frec|uency 
resjtonse  to  compensate  for  the  youngster’s  audi- 
tory impairment  as  well  as  formulating  a realistic 
]jrognosis  of  the  speech  and  language  develop- 
ment to  be  anticipated.  It  was  found  that  with  a 
battery  of  pediatric  hearing  tests,  including  both 
BOA  and  COR  audiometry,  information  could  be 
obtained  which  facilitated  patient  management  and 
habilitation  even  though  the  average  age  of  the 
children  was  22  months. 

Case  History  Information 

The  case  history  information  revealed  that  the 
mothers  of  the  subjects  contacted  rubella  during  a 
period  that  extended  from  four  w'eeks  prior  to 
conception  to  1 I weeks  into  pregnancy.  It  is  note- 
w’orthy  that  in  two-thirds  of  the  cases  the  onset 
of  the  disease  occurred  between  the  5th  and  the 
8th  week,  with  the  median  being  the  seventh  week. 
This  central  tendency  is  in  agreement  with  the 
findings  from  past  investigations  which  have  in- 
dicated that  the  first  trimester,  or  more  specifically, 
the  second  month  is  the  time  that  hearing  impair- 
ment most  frecpiently  results  from  maternal  rubella. 

The  birth  weight  of  the  subjects  was  of  interest 
since  low  birth  weight  has  been  rcqjorted  as  a com- 
mon finding  with  rubella  infants.  The  birth  weight 
for  the  sample  of  subjects  under  study  ranged  from 
3 pounds  8 ounces  to  7 pounds  5 ounces,  while 
the  median  was  found  to  be  6 pounds  2 ounces. 
It  is  interesting  to  note  that  during  the  case  his- 
tory, several  of  the  mothers  remarked  that  the 
child  in  (juestion  was  much  smaller  than  his  sib- 
lings had  been  at  birth.  For  this  reason,  the  child’s 
relative  as  well  as  his  absolute  birth  weight  may 
be  of  interest.  Whether  viewed  in  terms  of  absolute 
or  relative  birth  weights,  the  subjects  in  this  study 
tended  to  follow  the  reported  trend  of  being 
lighter  in  weight  at  birth  than  the  average  neonate. 

While  many  of  our  subjects  had  various  anom- 
alies and  signs  of  the  rubella  syndrome,  onlv  those 
symptoms  of  the  classic  rubella  triad  are  reported 


here.  Four  categories  were  established  based  on 
I)  hearing  loss,  alone;  2)  hearing  loss  with  cata- 
racts; ,S)  hearing  loss  with  cardiac  defects,  and 
•1)  ihe  classic  triad  of  hearing  impairment,  heart 
defects  and  cataracts.  Fhe  findings  from  our  study 
aie  tlis])layed  in  Table  I.  (One  child  who  had  a 
(piestionable  hearing  loss  is  not  classified  in  this 
l)reakdown). 

I abli;  I 

iMiniNfa  or  ,\\oMAi,ir.s  in  a .Sami’i.f  of  (;iiifi)Rfn  wmi 
\ Hisior's  of  Matfrnaf  Ruufffa  tN=.Sl) 


ANOMAFV  NUMBFR 

ticaiing  loss,  alone  22 

tl.L.  with  cardiac  defet  t 1 

H.I..  with  cataracts  1 

I riad  of  anomalies  1 


Ban  and  Fundsirom  reported  their  data  by 
similar  categories  and  in  terms  of  percentage  of 
their  sample.  Ihe  parallel  trend  found  in  their 
report  from  Sweden  is  striking.  For  this  reason  a 
comparison  of  their  findings  with  those  of  the 
present  study  is  presented  in  Table  II. 

Table  II 

('.O.Ml’ARISON  OF  rilF  InCIDENCF  OF  ANOMALIFS 
RFI'ORTFI)  in  I’FRCFN  I AGFS  NOTFI)  AMONG  CHII.DRFN 
WITH  A HISTORY  OF  Matfrnai.  Rubfu.a  B\ 

Trfsfnt  Invfsik.ators  AM)  by  Barr  ant)  I.t'NnsTROM 

Barr  .c 


.\\()MAI.\ 

UCONN 

I.t'NDSTROM 

(%) 

(%) 

1 Icai  ing  loss,  alone 

72 

82 

H.I..  with  cardiac  defer  1 

22 

16 

H.I..  with  cataract 

3 

0 

Triad  of  .Symptons 

3 

2 

d'hese  two  studies  suggest  that  the  chances  of  a 
child  being  born  with  a hearing  loss  as  part  of  the 
complete  triad  are  relatively  Imv.  Further,  his 
chances  of  having  a hearing  loss  in  combination 
with  congenital  cataracts  is  also  minimal.  How- 
ever, the  possibility  of  having  both  hearing  loss 
and  heart  abnormalities  is  considerably  higher. 
Finally,  it  is  evident  that  the  majority  of  the  cases 
in  both  studies  have  only  a hearing  impairment 
rather  than  the  classic  rubella  syndrome. 

A relatively  high  occurrence  of  mental  retarda- 
tion in  rubella  children  has  been  reported-^*.  While 
psychological  testing  had  not  been  undertaken  with 
the  children  under  study,  it  was  disturbing  to  note 
that  delayed  motor  development  was  reported  in 
about  one-third  of  the  cases.  ,Such  cases  will  be 
referred  for  psychological  evaluations  since  Barr 
rejtorted  that  32%  of  his  subjects  were  ultimately 
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classified  as  slow  learners.  Of  course,  a positive 
relationship  between  delayed  motor  maturation 
and  mental  retardation  is  not  always  established. 
However,  delayed  motor  maturation  is  indicative 
of  mental  retardation  often  enough  to  warrant 
referral  for  a psychological  evaluation  in  such 
cases. 

The  range  of  hearing  impairments  noted  during 
the  present  investigation  varied  on  a continuum 
from  mild  to  profound  in  degree.  Table  III  reveals 
that  the  majority  (75%)  of  the  impairments  fall 
into  either  the  moderate  or  severe  categories.  The 
median  hearing  loss  Avas  found  to  be  72.5  dB  (re: 
ISO  norms) . This'  degree  of  loss  is  quite  similar 
to  that  reported  in  a number  of  prior  investigations. 

By  utilizing  the  COR  technique  it  was  possible 
in  a number  of  instances  to  obtain  pure-tone  re- 
sponses (usually  at  500  to  4000  Hz)  across  fre- 
cjuencies.  In  most  cases  such  results  indicated  that 
the  configuration  of  the  losses  was  relatively  flat. 
In  other  words,  the  child  appeared  to  have  some 
residual  hearing  across  the  frequency  range. 

To  summarize,  it  appears  that  hearing  loss  sub- 
sequent to  maternal  rubella  may  run  the  gamut 
from  a slight  impairment  to  a profound  loss.  (See 
Table  III) . 

Table  III 

Categorization  of  the  Hearing  Impairments  noted  in  hie 
Present  Study  by  Degree  of  Loss 


DEGREE  OF  HEARING  LOSS 

N 

% 

Mild  (50  dB  or  less) 

5 

16 

Moderate  (51-70  dB) 

11 

34 

Severe  (71-90  dB) 

13 

41 

Profound  (greater  than  90  dB) 

3 

9 

However,  the  majority  of  the  impairments  fall  into 
the  moderate  to  severe  range,  with  the  impairment 
being  approximately  equal  across  frequency. 


As  mentioned  earlier,  several  authors  have  re- 
jiorted  that  an  increased  incidence  of  hearing  loss 
is  noted  when  a sample  of  rubella  children  are 
retested  over  time.  For  this  reason,  the  present 
sample  may  be  biased  in  that  an  unknown  number 
of  children  with  mild  to  moderate  hearing  impair- 
ments resulting  from  the  1964  rubella  epidemic 
may  yet  need  to  be  referred  for  an  audiological 
evaluation. 

Comments 

The  audiological  results  obtained  with  the  pres- 
ent sample  of  children  indicate  that  a significant 
(50  dB  or  greater)  bilateral  hearing  loss  Avas 
present  in  84%  of  the  subjects.  Significant  hearing 


loss  is  used  in  this  context  as  an  impairment  which 
will  result  in  a marked  delay  in  speech  and  lan- 
guage development.  Further,  the  findings  revealed 
that  the  auditory  impairment  most  frequently  oc- 
curred in  isolation  rather  than  as  one  component 
in  the  classic  rubella  triad. 

It  is  Avell  established  that  early  identification 
and  habilitative  management  during  the  preschool 
years  are  a necessity  if  the  ])crvasive  effects  of  a 
congenital  hearing  loss  are  to  be  minimized.  An 
auditory  impairment  resulting  from  maternal  ru- 
bella is  no  exception.  For  this  reason  the  avail- 
aliility  of  Avearable  amplification  and  the  initiation 
of  remedial  training  should  be  provided  for  pre- 
school children  as  early  as  possible.  Therefore, 
the  inqrortance  of  referring  the  very  young  patient 
with  a suspected  hearing  loss  resulting  from  ma- 
ternal rubella  to  a speech  and  hearing  center  can- 
not be  overstated. 

I’he  widespread  belief  that  hearing  tests  cannot 
be  successfully  administered  to  the  child  under  5 
years  of  age  is  negatetl  by  the  results  presented 
for  the  present  group  of  rubella  youngsters.  Re- 
peat audiometry  has  now'  been  completed  in  most 
cases  and  the  initial  results  were  found  to  be  re- 
markably accurate  despite  the  child’s  very  young 
age  during  the  initial  evaluation.  Needless  to  say, 
periodic  audiological  re-evaluations  during  the 
preschool  years  are  desirable  since  more  sophisti- 
cated tests  and  measures  can  then  be  employed  as 
the  child  matures.  Such  detailed  information  makes 
it  possible  to  adjust  the  hearing  aid  for  the  best 
possible  response  and  to  modify  the  remedial  pro- 
gram to  meet  each  child’s  special  needs. 

A popular  misconception  among  physicians 
which  often  delays  early  habilitation  is  that  the 
jrerson  with  a sensori-neural  hearing  loss  is  not  a 
candidate  for  hearing-aid  use.  While  there  are 
limitations  in  aided  listening  for  such  patients, 
the  advantages  of  hearing-aid  utilization  far  out- 
weigh the  disadvantages.  Without  wearable  am- 
plification, the  majority  of  the  rubella  children  in 
this  study  Avould  be  out  of  contact  Avith  the  Avorld 
of  sound,  which  leaves  the  visual  sensory  modality 
as  the  only  available  means  for  developing  com- 
municative skills.  Many  clinicians  now  feel  that 
maximum  groAvth  in  speech  and  language  can  be 
realized  only  if  the  child  utilizes  his  residual  hear- 
ing in  conjunction  with  visual  communication.  For 
this  reason,  the  selection  of  a suitable  hearing  aid 
for  each  of  the  young  children  in  this  sample  has 
been  a major  clinical  objective.  Since  the  majority 
of  the  cases  appear  to  have  some  hearing  eAen  for 
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the  high  frequencies,  the  rubella  child  appears  to 
be  a good  candidate  for  hearing-aid  use.  The 
progress  reported  by  parents  and  therapists  dur- 
ing the  past  few  months  testifies  to  the  validity 
of  this  statement. 

Finally,  the  findings  obtained  do  not  appear  to 
justify  the  classification  of  many  hearing-impaired 
rubella  children  as  ‘tleaf’.  While  a number  of  cases 
do  have  a severe  to  profound  loss  of  acuity,  at 
least  50%  of  the  sample  are  more  accurately  classi- 
fied as  partially  hearing  rather  than  as  deaf.  Such 
a classification  is  especially  important  when  edu- 
cational placement  is  considered.  The  ultimate  goal 
for  the  jiartially-hearing  child  should  be  integia- 
tion  into  the  regular  classroom.  Unfortutiately, 
many  children  wlio  are  partially  hearing  are  placed 
in  a residential  school  for  the  deaf  and  consc- 
(piently  never  realize  their  maximum  potential 
either  in  the  development  of  communicative  skills 
or  in  academic  achievement  since  their  residual 
hearing  is  not  capitalized  upon. 

Summary 

d'he  results  from  the  audiological  evaluation  of 
a sample  of  young  rubella  children  with  a sus- 
jx'cted  hearing  loss  are  jnesented  and  compared 
with  the  findings  from  earlier  studies.  Such  a com- 
j)ari.son  revealed  that  there  is  a remarkable  similar- 
ity in  the  degree  and  configuration  of  the  hearing 
los.ses  re.sulting  from  different  epidemics  of  ma- 
ternal rultella.  In  most  instances,  a moderate  to 
severe  bilateral  impairment  with  a relatively  flat 
configuration  was  encountered.  It  is  noted  that 
iTiost  of  the  present  sample  were  successfully  evalu- 
ated initially  at  a very  young  age  and  that  many 
of  the  children  are  now  utilizing  wearable  ampli- 
fication with  apparently  good  results.  Finally,  it 
is  stressed  that  at  least  one  half  of  the  present 
groiqr  of  children  with  a history  of  maternal  ru- 
bella are  most  appropriately  categorized  as  par- 
tially hearing  rather  than  as  deaf. 
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CROS  Hearing  Aids:  A Breakthrough  for  the  Unilaterally 
Deaf  Patient  and  for  Others  with  Special  Hearing 

Problems 

David  S.  Green,  Ph.D.,  Eiji  Yanagisawa,  M.D.  and  Howard  W.  Smith,  M.D.,  D.M.D. 


tor  many  years  physicians  and  audiologists  who 
have  encountered  patients  with  severe  unilateral 
deafness  have  stressed  that  the  hearing  handicap  is 
minimal.  In  counselling  such  patients,  emphasis  was 
placed  on  the  fact  that  speech  and  language  skills 
were  unaffected,  that  the  patient  could  still  hear 
as  well  as  ever  on  the  telephone,  and  that  most  people 
who  come  in  contact  with  him  would  not  be  aware 
of  his  hearing  loss.  Until  recently,  this  course  of 
action  was  most  prudent  inasmuch  as  there  was 
neither  treatment  nor  prosthesis  available  to  ame- 
liorate the  hearing  problems  engendered  by  such  a 
loss. 

Whthin  the  past  two  years,  however,  a unit|ue 
method  of  modifying  a conventional  ear  level  hear- 
ing aid  has  been  developed  which  serves  to  reduce 
the  special  problems  of  the  one-cared  listener.  The 
atrparatus  being  referred  to  is  known  as  a CROS 
(Contralateral  Routing  of  Signals)  hearing  aid.i-2 
^Vith  its  appearance  in  the  armamentarium  of  the 
audiologist,  there  has  emerged  the  need  for  a re- 
orientation among  physicians.  Now  that  help  is  avail- 
able for  the  unilaterally  deaf,  it  behooves  the  physi- 
cian to  recognize  the  hearing  difficulties  faced  by  his 
patient  and  to  advise  him  accordingly. 

It  should  be  stressed  at  this  point  that  a thorough 
otological  examination  should  precede  the  selection 
of  a hearing  aid.  On  the  one  hand,  cognizance  must 
be  taken  of  the  possibility  that  the  unilateral  deaf- 
ness may  be  surgically  or  medically  reversible.  But 
even  more  importantly,  it  may  be  necessary  for  the 
otologist  to  rule  out  the  possibility  of  an  acoustic 
tumor. 

Hearing  Problems  of  the 
Unilaterally  Deaf 

Among  those  listening  problems  most  frequently 
mentioned  by  the  unilaterally  deaf  patient  are:  1) 
inability  to  hear  speech  from  the  side  with  the  poor 
ear,  2)  inability  to  hear  speech  efficiently  in  the 
presence  of  conflicting  background  noise,  3)  in- 
ability to  locate  the  source  of  environmental  sounds. 


From:  New  Haven  Ear,  Nose  & Throat  and  Maxillo-Facial 
Surgery  Group  arid  The  New  Haven  Hearing  and  Speech  Cen- 
ter, 100  York  St.,  New  Haven,  Conn. 


including  speech,  and  4)  the  sensation  that  the  defec- 
tive ear  feels  blocked.  Within  these  general  cate- 
gories, there  exists  for  certain  individuals,  highly 
specific  impairment  of  hearing  function  which  is 
tisually  dependent  upon  a variety  of  factors.  Some  of 
these  factors  include:  occupation,  cultural  interests, 
sex,  and  personality. 

In  the  United  States,  where  automobile  travel  has 
assumed  such  importance,  unilaterally  deaf  drivers 
and  passengers  are  often  made  acutely  aware  of  their 
losses.  For  the  male,  who  usually  drives  when  pas- 
sengers are  present,  the  loss  of  hearing  in  the  right 
ear  makes  conversation  difficult.  By  the  same  token, 
the  female  who  accompanies  a male  driver  has  a 
communication  problem  if  her  left  ear  has  the  loss. 
In  England,  where  drivers  sit  on  the  right  side  of 
the  vehicle  and  passengers  on  the  left,  the  reverse  of 
the  above  is  true. 

The  occupation  of  the  patient  may  impose  un- 
tisual  listening  reouirements.  For  example,  a male 
patient  who  was  referred  to  our  center  with  poor 
hearing  in  the  left  ear  complained  of  a problem  as- 
sociated with  driving.  As  mentioned  previously,  the 
male  driver  is  most  often  troubled  by  poor  hearing 
in  the  right  ear.  not  the  left.  The  explanation  for 
this  patient’s  difficulty  became  apparent  when  he 
renorted  that  he  was  emploved  as  an  automobile 
driving  instructor,  whose  work  required  him  to  sit 
with  his  left  ear  facing  the  student  driver. 

Another  example,  which  serves  to  illustrate  how 
highly  specific  certain  occupational  hearing  needs 
may  become,  concerns  a Catholic  priest.  This  uni- 
laterally deaf  patient  complained  that  his  deafness 
decreased  his  efficiency  in  hearing  Confession.  Ac- 
cording to  custom,  his  parishioners  approached  the 
Confession  Box  from  either  the  left  or  right  sides. 
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By  openiii”  one  of  two  side  windows,  the  average 
))iiest  sitting  inside  the  l)ox  is  al)le  to  hear  his 
parishioners  regardless  ol  which  sitle  they  are  on. 
However,  seated  within  the  close  confines  of  the 
C’.onfession  Box,  the  unilaterally  deal  priest  was 
unable  to  maneuver  his  gootl  eat  to  cover  both 
windows,  d'he  ramifications  of  his  unilateral  deaf- 
ness were  humoiously  acknowledged  by  the  priest 
who  expressetl  the  fear  that  if  his  secret  leaked  out, 
it  might  encourage  the  sinners  to  line  up  on  his  bad 
side. 

\fusicians,  whether  amateur  or  professional,  may 
also  find  unilateial  deafness  handicapping.  The  in- 
ability to  monitor  a musical  instrument  on  the  bad 
side  may  seriously  interfere  with  the  coordination 
among  a group  of  players.  One  patient  who  was  a 
piano  player  with  a poor  right  ear,  reported  the 
need  to  twist  into  an  awkward  position  in  order  to 
permit  the  left  car  to  listen  to  the  notes  played  by 
the  right  hand.  Another  patient,  who  was  a singer, 
stated  that  she  found  it  necessary  to  sing  out  of  the 
corner  of  her  mouth  totvard  her  good  car  in  order 
to  monitor  her  voice. 

'I'he.sc  examples  which  have  been  cited  represent 
only  a small  portion  of  the  occupations  which  penal- 
ize the  unilaterally  deaf  i>atient.  Other  equally  ap- 
propriate examples  may  be  mentioned. 

How  the  CROS  Works 

In  each  of  the  cases  cited  above,  as  well  as  in  others 
not  mentioned,  the  innovation  that  has  proven  suc- 
cessful! has  been  the  CROS  hearing  aid.  For  those 
unfamiliar  with  the  device,  an  explanation  follows; 
The  CROS  hearing  aid  is  made  up  of  two  basic 
jKuts  — a standard  car  level  hearing  aid,  and  an 
accessory  attachment.  'Fhc  hearing  aid  itself  may  be 
either  the  type  worn  in  eyeglasses  or  the  kind  that 
is  worn  behind  the  ear.  Whichever  type  is  used,  it 
is  necessary  to  place  the  hearing  aid  on  the  side  of 
the  head  which  has  the  poor  car.  Sound  originating 
on  the  side  of  the  poor  ear  is  picked  up  by  the  hear- 
ing aid  microphone,  amplified,  and  then  sent  to 
the  opposite  ear.  The  acce.ssory  attachment  routes 
the  sound  from  where  it  is  picked  up  on  the  impaired 
side  and  directs  it  to  the  normal  or  near  normal  car. 
A special  open  earmold,  which  is  placed  in  the  good 
ear,  is  an  essential  part  of  the  CROS  apparatus  be- 
cause it  permits  signals  originating  from  the  good 
car  side  to  enter  the  good  ear  canal  without  obstruc- 
tion. .\t  the  same  time,  the  good  ear  receives  signals 
via  either  an  electric  or  an  acoustic  coupler  from  the 
hearing  aid  oti  the  poor  car. 

.\  number  of  possibilities  exist  as  to  the  wav  in 


which  a C^ROS  aid  may  be  fitted.  Selection  of  a suit- 
able one  may  depend  upon  assessment  of  the  specific 
needs  and  preferences  of  the  patient.  Figure  1 shows 
a .schematic  of  the  CROS  mode  using  an  electric 
coupling  (wire)  across  the  head.  'Fhe  schematic  in 
Figure  2 shows  the  CROS  mode  using  a behind-the- 
ear  aid  aiul  an  acoustic  coujtling  (hollow  plastic 
tubing)  around  the  head.  Figure  illustrates  in 
schematic  form,  the  C^ROS  mode  using  a behind-the- 
ear  aid  and  an  acoustic  coupling  across  the  head. 
Figure  1 shows  a schematic  of  an  eyeglass  CROS 
which  makes  use  of  an  electric  coupling  around  the 
head. 
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In  general,  both  the  electric  and  the  acoustic  coup- 
lings terminating  in  an  open  ear  mold  will  apprecia- 
bly alter  the  amplifying  characteristics  of  the  hearing 
aid  as  it  routes  the  signal  to  the  contralateral  ear. 
The  addition  of  approximately  14  inches  of  tubing 
which  is  used  in  the  acoustic  coupling  will  also  make 
an  additional  change  in  the  amplifying  character- 
istics of  the  hearing  aid.  The  lengthened  tubing  will 
cause  a slight  overall  reduction  of  output  as  well  as 
a more  sharply  peaked  frequency  response. 

Who  May  Benefit 

Experience  with  CROS  hearing  aids  at  the  New 
Haven  Hearing  and  Speech  Center  has  been  limited 
to  about  a dozen  cases,  ranging  in  age  from  forty  to 
seventy-three  years.  Despite  this  small  number,  the 
results  have  been  so  consistently  successful  in  well 
selected  cases  that  a great  deal  of  enthusiasm  has 
been  generated.  Unfortunately,  a large  number  of 
patients  who  might  beneht  from  a CROS  hearing 
aid  fitting  are  not  being  seen  at  the  audiology  centers. 
Most  of  these  patients  have  been  told  at  one  time  or 
another  that  there  is  nothing  that  can  be  done  for 
them  as  far  as  a hearing  aid  is  concerned. 

For  those  who  have  not  had  firsthand  experience 
with  it,  a CROS  hearing  aid  fitting  should  be  con- 
sidered for  the  patient  whose  hearing  shows  the 
following: 

Worse  Ear  Better  Ear 

1 . complete  unilateral  deaf-  normal  or  near  normal 
ness 

2.  moderate  nerve  deafness  normal  or  near  normal 
with  poor  speech  discrimi- 
nation 


3.  high  frequency  loss  with 
poor  speech  discrimination 
and  eczema  or  other 
condition  which  makes  a 
conventional  earmold  in- 
advisable 

4.  high  fret[uency  loss  with 
extremely  poor  speech  dis- 
crimination 

4.  high  frequency  loss  with 
an  intolerance  to  the 
"sharpness  of  sound”  of  a 
hearing  aid 

().  severe  to  profound  con- 
ductive or  mixed  loss  when 
surgery  is  contra-indicated 
and  tvhen  the  patient  is 
opposed  to  the  use  of  a 
body  type  hearing  aid 


high  frequency  loss  with  poor 
speech  discrimination  and  ec- 
zema  or  other  condition 
which  makes  a conventional 
tional  earmold  inadvisable 

high  frecpiency  loss  with  jroor 
speech  d iscr i m i n a t ion 

high  fretjuency  loss  with  an 
intolerance  to  the  “sharpness 
of  sound”  of  a hearing  aid 

normal  or  near  normal 


rhe  patients  who  have  been  fitted  with  CROS 
hearing  aids  have  experienced  one  or  more  of  the 
following  benefits:  1)  “fullness  of  hearing”,  2)  abil- 
ity to  localize  sound,  3)  better  hearing  on  the  side 
with  the  bad  ear,  4)  the  sensation  of  having  the  bad 
ear  unstuffed,  5)  the  sensation  that  sounds  are  not  as 
intolerably  sharp  as  with  a conventional  hearing  aid 
fitting,  and  6)  improved  ability  to  function  in  the 
presence  of  conflicting  background  noise. 

So  far,  the  experience  accumulated  with  CROS 
hearing  aids  at  our  center  has  been  limited  to  adults. 
Whether  this  device  has  a successful  application  with 
children  remains  to  be  ascertained. 


A recent  outgrowth  of  the  CROS  is  the  Bilateral 
CROS,  or  BICROS.3  Figure  5 shows  a schematic  of 
the  BICROS  in  eyeglasses.  The  behind-the-ear  BI- 
CROS  hearing  aid  shown  in  Figure  6*  is  a prototype 
and  is  not  generally  available  from  hearing  aid  man- 
ufacturers as  yet.  As  can  be  seen  from  Figures  5 and 

*courtesy  Bernard  Lipin.  Beltone.  Xew  Haven 
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6,  the  BICROS  fitting  cm])loys  an  ear  level  hearing 
aid  and  an  additional  microphone  rvhich  is  placed 
over  the  contralateral  (nnaidal)le)  ear.  I he  BICROS 
hearing  aid  is  used  when  the  patient  has  one  nnaid- 
able  ear  and  one  that  retpiires  an  aid.  One  sncccsshd 
BICROS  hearing  aid  has  been  fitted  at  onr  center 
on  a five  year  old  boy  Ijnt  more  experience  is  needed 
before  generalizations  can  be  made. 


Figure  fi.  A pfiotograpli  of  a prototype  of  a behiiul-the-ear 
BICROS  liearing  aid.  (The  main  l)ody  of  the  hearing  aid  is 
on  tlie  left;  the  atlditional  microphone,  housed  in  a dummy 
ca.se,  is  on  the  right.  I liis  hearing  aid  may  l)e  worn  either  with 
or  without  the  additional  microphone.) 


Summary 

Until  recently,  physicians  and  audiologists  have 
had  little  to  offer  the  unilaterally  deaf  patient  except 
the  reassurance  that  the  handicap  was  minimal. 
Nonetheless,  the  hearing  problems  encountered  by 
this  type  of  patient  have  been  a real  part  of  his  life. 
With  the  advent  of  the  CROS  hearing  aid,  a break- 
through has  occurred  which  has  suddenly  opened  up 
the  possibility  of  helping  this  large  category  of  hear- 
ing impaired  indic'iduals.  Now'  that  help  is  available 
for  the  unilaterally  deaf  patient,  there  is  a vital  need 
for  a re-orientation  among  both  physicians  and 
audiologists.  After  it  has  been  determined  that  there 
is  no  medical  reason  to  contraindicate  its  use,  the 
audiologist  should  proceed  to  select  a suitable  CROS 
hearing  aid.  In  carefully  selected  cases,  a high  degree 
of  success  may  be  expected. 
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I^APPY  Holy  Days!  And  these  Holy  Days  are  happy.  Thank  goodness! 

So  often  our  impression  of  religion  is  oppressed  by  sin,  guilt  and  gloom.  Life 
wasn’t  meant  to  be  that  way.  At  least  once  a year  the  spirit  of  religion  places 
emphasis  on  the  cheerful  side  of  life.  Despite  the  harassment  of  preparations, 
frustrations  and  overwork  this  time  of  year,  don’t  you  almost  hold  your  breath 
in  an  abstruse  anticipation?  And  then  a buoyancy  and  elation  burst  forth.  There 
must  be  some  reason. 

It  is  interesting  that  the  major  religions  of  the  West  have  chosen  the  darkest 
time  of  the  year  to  bring  a message  of  light.  Both  Christmas  and  Hanukkah 
come  shortly  after  the  winter  solstice— just  as  the  days  slowly  begin  to  lengthen. 

An  ultra-bright  star  brought  three  wise  men  to  make  their  gifts  to  the  new- 
born Jesus  of  Nazareth.  He  has  since  been  called  the  “Great  Healer”,  having 
ministered  to  the  somatic  and  mental  as  well  as  to  the  spiritual  needs  of  his 
people.  His  birthday,  Christmas,  is  now  a time  for  happiness,  the  lighting  of 
lights,  and  the  giving  of  gifts.  A new  life  is  born.  Once  again  there  is  hope. 

The  simultaneous  celebration  of  Hanukkah  centers  around  the  progressive 
kindling  of  lights  for  eight  days.  Gifts  are  given  especially  to  the  children.  Some 
2,132  years  ago  the  Temple  at  Jerusalem  was  re-dedicated,  having  been  pro- 
faned earlier  by  Antiochus  Epiphanes  in  his  effort  to  destroy  the  religion.  Free- 
dom to  worship  was  thus  restored.  Again  the  feeling  of  hope,  joy  and  a new 
beginning. 

We  physicians  are  most  fortunate  to  be  in  a position  where  our  pills  and  in- 
jections, our  scalpels  and  sutures,  our  ointments  and  lenses  and  forceps  can 
bring  health,  comfort,  renewed  life  to  our  patients.  Just  as  gratifying  is  the  re- 
action to  a little  extra  kindness,  to  some  objective  yet  sympathetic  understand- 
ing, to  a bit  of  stern  advice  or  an  unmitigated  order  which  also  tells  the  patient 
how  much  we  care.  No  matter  what  branch  of  medicine  we  practice,  we  can 
lift  up  the  spirit  even  if  we  cannot  always  cure  the  disease. 

The  officers  and  your  wonderful  staff  at  160  St.  Ronan  Street  join  me  in  wish- 
ing each  one  of  you  and  your  families  great  happiness  at  this  season— and  to  you 
the  greater  joy  of  bringing  the  light  of  Christmas  and  Hanukkah  to  each  of 
your  patients  throughout  the  year. 

E.  Tremain  Bradley,  M.D. 
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THIRD  CONFERENCE  OF 
COUNTY  MEDICAL  ASSOCIATION  OFFICERS 

Thursday,  September  14,  1967,  New  Haven,  Connecticut 
Theme:  The  Title  XIX  Program  of  Medical  Assistance 

THE  PHYSICIAN,  THE  GOVERNMENT,  THE  PATIENT 

E.  Tremain  Bradley,  M.D.,  President,  CSMS 


(iovernmcnt  lias  moved  into  a very  popular  field 
—medicine.  This  imasion  should  be  ol  concern  to 
every  voter  and  all  his  dependents.  The  admin- 
istration ol  medical  care  lor  all  onr  citizens  woidd 
certainly  be  “big  business”,  and  offer  widespread 
opportunities  lor  political  patronage  in  the  hnn- 
dretl-and-one  bnreancracies  that  would  be  set  up  to 
keep  everyone  in  line.  'The  government  is  powerful, 
all  right,  and  some  are  saying  that  since  “socialism 
is  inevitable,  why  don’t  we  all  sit  back  and  enjoy 
it?” 

In  commeijting  on  the  actions  of  the  19(i7 
(.eneral  .Assembly,  Commissioner  .Shapiro  has  em- 
phasized that  effort,  jiersistence  and  integrity  can 
ticcomplish  great  things.  We  got  a Title  XIX  pro- 
gram—and  one  with  great  potential  for  good.  ^Ve 
must  all  help  to  make  it  work  so  that  the  potential 
is  realized.  It  being  onr  responsibility  to  give 
(jiiality  care  to  all  of  onr  patients,  we  must  see  to  it 
that  we  have  a Medicaid  plan  within  which  we  can 
e.xercisc  onr  best  medical  jiidgment  as  to  diagnosis 
and  treatment,  atid  that  patients  are  free  to  choose 
the  jjrovidcrs  of  their  health  services  from  among 
those  available  and  qualified  in  their  home  com- 
munities—just  as  non-assistance  patients  are.  W’e 
believe  that  these  protections  are  the  keystones  of 
the  .American  system  of  private  medicine,  and  that 
they  must  be  preserved. 

The  Physician,  the  Government,  the  Patient;  It  is 
vital  that  all  people  have  good  medical  care  avail- 
able to  them— also  food,  clothing,  housing  and  other 
necessities  ol  life.  Federal  and  state  governments 
are  joining  forces  to  finance  medical  care  for  the 
indigent  and  for  others  who  are  bordering  on  in- 
digency. Health  care  providers  will  be  Inrnishing 
the  medical  care,  but  ta.xpayers  will  be  footing  the 
bills.  Hence,  it  will  be  understandable  it  the  public 
insists  that  the  total  cost  be  kept  within  reasotiable 
bounds.  To  the  extent  that  we  can  help  to  control 
those  costs,  we  have  an  obligation  to  do  so.  We 


must  be  willing  to  work  with  government  in  im- 
plementing all  aspects  of  Medical  .Assistance.  We 
must  not  consent,  however,  to  work  for  govern- 
metit,  since,  thus  far,  the  government  does  not  own 
ns  or  onr  services. 

Title  XIX  patients,  too,  will  have  a responsibility 
to  make  the  program  work  both  effectively  and 
economically.  1 hey  must  be  educated  to  avoid 
wasting  the  doctor’s  time;  to  not  ask  for  unnecessary 
medical  goods  and  services;  to  not  cpiestion  the 
doctor’s  judgment  about  hospitalization,  whether 
for  admi.ssion  or  discharge.  In  a word,  patients 
must  cooperate  to  assure  that  neither  under-utiliza- 
tion nor  over-utilization  become  characteristics  of 
any  part  of  this  comprehensive  program. 

■At  all  times  the  competent  physician  must  try  to 
deliter  care  of  the  highest  cjnalitv,  but,  at  the  same 
time,  exercise  prndency  in  ordering  tests  and  treat- 
ments, in  prescribing  exotic  drugs  when  more 
commonplace  ones  wotild  do  just  as  well,  and  in 
limiting  hospital  stays  to  not  a day  more  than  is 
medically  re(]uired.  Fees  should  be  maintained  at 
usual  and  customary  levels,  without  escalation,  and 
without  regard  to  whether  the  patient  is  self-paying, 
covered  by  instirance,  or  entitled  to  Medicaid  bene- 
fits. We  should  be  willing— c\en  anxious— to  have 
our  charges  reviewed  by  our  peers  in  the  event  that 
they  are  tptestioned. 

Our  .State  Medical  .Society  must  try  to  inform  its 
members  about  these  responsibilities,  and  to  try  to 
keep  them  iidbrmed.  Medicine  at  all  levels  must 
keep  its  houses  in  order  by  preventing  or  correcting 
improper  jtractices,  by  promoting  self-regulation 
among  physicians  in  the  matter  of  charges  and 
utilization  of  services,  and  by  imposing  appropriate 
discipline  when  members  are  proven  to  be  errant. 

The  federal  government  played  a very  cagey 
game  in  the  enactment  of  Title  XIX  as  a hidden 
rider  to  Medicare  (Title  XVIII).  Medicaid  was 
conceived  behind  drawn  curtains  and  was  rail- 
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loaded  through  ivithout  pidilic  hearings.  It  is 
doubtfid  tliat  more  than  a few  representatives  and 
senators  who  voted  for  the  measure  had  ever  read 
the  bill;  most  now  admit  that  they  didn’t  under- 
stand it  when  the  vote  was  taken.  But,  despite  all 
that,  we  have  a Medicaid  Law  and  it  isn’t  by  any 
means  all  bad.  It  provides  us  with  the  opportunity 
to  do  away  with  “second-class  citizenship”  in  medi- 
cal care,  and  to  break  up  the  “ghetto”  patterns  of 
health  services  for  the  less  fortunate. 

Title  XIX  assures  that  its  beneficiaries  will  have 
free  choice  of  physicians  and  institutional  facilities 
to  the  same  extent  enjoyed  by  others  in  any  given 
community.  It  assures  continuity  of  care  under  one’s 
own  doctor,  whether  rendered  in  the  office,  the 
home  or  the  hospital.  And  it  assures  that  “reason- 
able” costs  or  charges  will  be  paid  to  the  providers 
of  health  services,  and  elimination  of  the  substand- 
ard payment  schedules  of  the  past. 

Under  Connecticut’s  Medicaid  Program  (Public 
Act  548),  physicians  will  be  paid  on  the  basis  of 
their  “usual  and  customary  charges”  on  and  after 
March  1,  1968  and  until  March  1,  1969.  If  proven 
successful,  recommendations  will  be  made  to  the 
1969  General  Assembly  that  it  be  continued  in  the 
future.  While  some  may  refer  to  this  as  a “trial” 
period,  I know  that  Commissioner  Shapiro  shares 
our  view  that  it  is  really  much  more  of  a “pilot 
program”— one  which,  with  the  full  cooperation  of 
all  concerned,  can  serve  as  a model  for  the  future. 
We  know  that  most  doctors  are  responsible  people; 
their  past  record  of  medical  philanthropy  is  proof 
of  that.  They  have  already  been  demonstrating 
their  ability  to  make  “usual  and  customary”  work 
for  well  over  a year  now,  as  is  attested  to  by  favor- 
able experience  with  Medicare  B. 

I’o  make  the  transition  from  a fixed  fee  schedule 
to  usual  and  customary  charges  may  prove  to  be 
somewhat  more  difficult  for  the  State  Welfare  De- 
partment, which  has  had  no  previous  experience 
with  this  newer  method  of  jiayment.  You  will  re- 
call that  Connecticut  General,  despite  its  vast  ex- 
perience and  fund  of  information  about  regional 
variations  in  normal  fee  patterns,  was  not  able  to 
get  Medicare  B running  smoothly  for  at  least  eight 
months.  I must  state  here  for  the  record  that  to  the 
Title  XIX  Professional  Advisory  Gommittee,  which 
met  for  the  first  time  on  September  1,  it  appears 
that  for  the  Welfare  Department  to  obtain  ade- 
quately trained  personnel  to  administer  a usual 
and  customary  method  by  March  1,  1968  will  con- 
stitute an  almost  insuperable  task.  This  factor, 
coupled  with  a lack  of  experience  and  necessary 


data,  makes  the  PAG  doubtful  that  an  operation 
comparable  in  efficiency  to  Medicare  B can  be  estab- 
lished by  the  Department  in  less  than  eight  or  ten 
months— possibly  leaving  only  two  or  three  months 
of  the  pilot  program  to  prove  its  true  merit.  This 
possibility  is  of  considerable  proper  concern  to 
physicians,  since  the  Professional  Advisory  Com- 
mittee and  the  Commissioners  of  Welfare,  Finance 
and  Control  must  Ijase  their  recommendation  to 
the  Assembly  for  continuance  (or  discontinuance) 
of  the  method  beyond  March  1,  1969  on  how  well  it 
has  functioned,  in  addition  to  how  much  it  has  cost. 
I know  that  Commissioner  Shapiro  is  cognizant  of 
his  responsibility  to  give  the  program  a full  twelve 
months  of  fair  trial,  and  it  is  this  which  is  prompt- 
ing him  to  keej)  an  open  mind  on  the  question  of 
“farming  out”  its  administration  to  an  intermediary 
of  established  experience. 

The  Council  is  seeking  suggested  nominees  from 
the  county  medical  associations,  sections  and  spe- 
cialty groups  for  service  with  the  Title  XIX  Medi- 
cal Advisory  Committee,  and  will  shortly  submit  a 
list  of  the  names  of  qualified  physicians  to  the 
Commissioner  for  his  appointment  to  the  Commit- 
tee. The  MAC,  with  a majority  of  its  members 
nominated  by  the  Society,  will  assist  the  Commis- 
sioner in  reviewing  disputed  or  questionable  claims 
for  payment.  Being  physicians,  rather  than  in- 
surance actuaries,  their  principal  assistance  will  be 
rendered  in  cases  where  medical  necessity  and 
proper  utilization  have  to  be  determined.  Their 
knowledge  of  the  prevailing  levels  of  “usual  and 
customary  charges”  in  various  parts  of  the  State  will 
be  somewhat  limited,  which,  again,  points  up  the 
importance  of  having  experienced  personnel  hand- 
ling that  part  of  the  program. 

The  Medicaid  Law  requires  that  at  least  60%  of 
all  physicians  participate  in  the  program,  including 
equivalent  numbers  in  each  specialty,  and  that  the 
rates  of  payment  and  other  conditions  shall  be  such 
as  to  assure  this  degree  of  participation.  If  a state 
plan  falls  short  of  achieving  this  desired  goal,  its 
Medical  Assistance  program  may  be  in  jeopardy 
and  it  is  apt  to  lose  out  on  Federal  matching  funds. 
I feel  sure  that  Commissioner  Shapiro  will  continue 
to  exercise  the  fine  spirit  of  cooperation  that  he 
demonstrated  last  spring  when  we  appeared  to- 
gether before  the  General  Assembly  in  support  of 
the  Title  XIX  bills.  On  our  part,  I am  sure  that  he 
can  count  on  every  member  of  the  Society  to  use 
restraint  and  good  judgment  in  rendering  care  to 
Medicaid  beneficiaries  and  in  making  claims  for 
payment  for  their  services. 
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PLANS  AND  TIME-TABLE 

FOR  IMPLEMENTATION  OF  TITLE  XIX  PROGRAM 

Bernard  Shapiro,  Commissioner,  State  Department  of  Welfare 


It  is  with  c()iisitleral)le  pride  and  pleasure  that  I 
discuss  with  you  today  our  d’itle  XIX  Program. 
Connecticut’s  Progrtnn  didn’t  just  happen.  It  de- 
veloped out  of  the  needs  of  people  and  represents 
the  thinking,  planning  and  dedication  of  persons 
who  were  and  are  concerned  with  the  welfare  and 
health  needs  of  those  in  the  .State  who  need  financial 
assistance  with  their  medical  expenses.  Without  the 
support  and  cooperation  of  many  other  groups  such 
as  the  professional  groups,  health  and  welfare 
agencies  and,  last  hut  not  least,  interesteil  citizens, 
we  would  not  today  be  administering  our  present 
comprehensive  medical  assistance  program. 

I do  not  want  to  give  you  the  impression  that  we 
are  complacent  about  our  achievements,  but  we 
can  be  honest  enough  with  ourselves  to  recognize 
them  and  to  pledge  our  concerted  efforts  in  the  at- 
tainment of  the  ultimate  goal,  namely  the  pro- 
vision of  adecjuate  and  quality  medical  services  to 
all  medically  needy  jiersons  in  Connecticut.  Let 
me  describe  briefly  to  you  our  Medical  .Assistance 
Program  as  it  started  in  July  1,  1966,  the  changes 
that  have  taken  place  to  date  and  the  changes 
which  will  become  effective  within  the  year. 

Plans  in  Connecticut  For  Implementing 
Title  XIX  — Medical  Assistance  Program 

Public  Act  357,  passed  by  the  General  Assenddy  of 
the  State  of  Connecticut  June  24,  1965,  authorized 
the  State  Welfare  Conmussioner  to  take  advantage 
of  the  Medical  Assistance  Programs  provided  in 
Title  XIX  except  with  respect  to  individuals  65 
years  of  age  or  older  who  were  in  institutions  for 
tuberculosis  or  mental  diseases.  In  accordance  with 
the  requirements  of  Public  Law  89-97  and  in  keep- 
ing with  the  Connecticut  State  Law  enacted  by  the 
General  Assembly,  the  Governor  designated  the 
State  Welfare  Department  as  the  state  agency  to 
administer  and/or  supervise  the  administration  of 
the  Connecticut  State  Plan  for  Medical  Assistance 
under  1 itle  XIX  of  the  Social  Security  Amend- 
ments of  1965. 

Under  our  Program,  medical  assistance  is  made 
available  to  the  following  groups: 

1.  Beneficiaries  of  money  payments  under  the 
Old  Age  Assistance,  .Aid  to  the  Blind,  Aid  to 
the  Disabled  and  Aid  to  Families  with  De- 
pendent Children  programs. 


2.  Children  committetl  to  the  State  Welfare 
Commissioner  under  the  (4iild  W'elfare  pro- 
gram. 

3.  Cihildrcn  under  21  who  are  members  of  a 
family  receiving  basic  maintenance  under  the 
(General  .Assistance  programs. 

1.  Medically  needy  persons  who  are  categorically 
related,  i.e.,  persons  who  meet  all  the  eli- 
gibility rcipurements  of  O.A.A,  .AB,  .AD  or 
.AFDC,  except  that  income  and  resources  are 
sidhcient  to  meet  basic  maintenance  needs. 

5.  Medically  needy  children  under  21  not  in- 
cluded in  any  welfare  maintenance  program. 
This  includes  the  following  groups: 

(a)  .Medically  needy  children  under  21  years 
of  age  who  are  members  of  an  .AFDC 
family  but  ineligible  for  .AFDC  main- 
tenance. 

(b)  Medically  needy  children  under  21  re- 
ceiving Protective  Services,  Protective  Su- 
pervision, Services  under  the  Unmarried 
Mother’s  program  or  who  are  non-com- 
mitted  children  under  the  Child  W^elfare 
program. 

(c)  .Medically  needy  children  under  21  who 
are  under  the  guardianship  or  custody  of 
a private  agency  and  for  whom  the  private 
agency  is  assintiing  financial  responsibility 
in  whole  or  in  part. 

(d)  Other  medically  needy  children  under  21 
years  of  age  in  the  Community. 

Fhe  income  and  resources  of  persons  or  families 
which  were  protected  for  basic  maintenance  needs 
followed  the  same  pattern  as  the  State  had  for  its 
Medical  .Assistance  for  the  .Aged  Program. 


Income* 

Assets 

Insurance 

(Family 

Maximum) 

•Single  Person 

$2,100 

$ 900 

$500 

Couple  fl  .Adult — 1 Child) 

$3,200 

$1,300 

Each  Additional  Member  of 
Family 

$ 300 

O 

o 

*Plus — Health  Insurance  Premiums 
$150.00  — . for  single  person 
$250.00  — for  couple 
$350.00  — for  family  of  3 or  more 

The  scope  of  medical  coverage  is  comprehensive, 
equal  in  amount  and  duration  and  the  same  as  we 
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had  in  all  our  public  assistance  programs  prior  to 
July  1,  1966  with  one  exception.  One  additional 
item  was  included  in  this  comprehensive  program, 
namely;  physician’s  services  in  a general  hospital. 

Our  Medical  Assistance  program  was  broadened 
and  strengthened  by  the  General  Assembly  in  1967 
wdth  legislation  effecting  the  following  changes: 

Income  and  Resources 

The  annual  income  limits  increased  as  of  July  1, 
1967  so  that  a family  of  four  with  a gross  annual 
income  of  $4,400  a year  is  eligible  to  have  its  medi- 
cal costs  paid  by  the  Department.  Previously,  $3,800 
a year  was  the  income  level  for  eligibility  for  a 
family  of  four.  The  specific  income  change  is  an 
increase  from  $300  to  $600  a year  for  each  depend- 
ent (in  addition  to)  over  and  above  the  initial  two 
persons.  The  personal  property  limits  were  raised 
from  $900  to  $1,400  for  one  person;  $1,400  to  $1,900 
for  two  persons;  and  $100  to  $200  for  each  addi- 
tional dependent.  It  is  estimated  that  approximately 

5,000  additional  families  will  become  eligible  for 
payment  of  needed  medical  services  in  the  course 
of  a year. 

Payment  and  Care  for  Patients  65  Years  of  Age 
and  Over  in  Public  Mental 
and  Tuberculosis  Institutions 

In  February,  1967,  the  program  was  extended  to 
needy  patients  65  years  of  age  and  over  in  mental 
and  tuberculosis  institutions.  Apjjroximately  1300 
patients  have  been  found  eligible  for  the  program 
and  the  cost  of  care  is  being  paid  by  the  Welfare 
Department.  This  has  resulted  in  an  increased 
revenue  in  Federal  matching  funds  at  50%  of  Wel- 
fare expenditures.  The  current  estimate  is  that  the 
annual  state  revenue  derived  from  this  source  will 
amount  to  $3,500,000. 

Customary  and  Usual  Fees  To  Physicians 

As  I view  it  in  the  field  of  health  care,  perhaps 
one  of  the  most  significant  areas  of  outstanding 
service  and  accomplishment  made  possible  through 
the  efforts  of  the  State  Medical  Society  and  the  Title 
XIX  Advisory  Committee  was  the  passage  of  legis- 
lation (P.A.  No.  548)  in  regard  to  the  implementa- 
tion of  customary  and  usual  fees.  With  the  passage 
of  this  Public  Act,  payment  to  physicians  for  a one 
year  period  March  1,  1968  to  March  1,  1969  will 
be  based  on  customary  and  usual  charges  prevailing 
in  the  locality.  Dentists  and  other  practitioners  of 


the  healing  arts  will  have  a revised  fee  schedule  be- 
ginning October  1,  1967,  based  on  moderate  and 
reasonable  rates  prevailing  in  their  respective  com- 
munities. This  is  indeed  a big  step  forward  even 
though  the  usual  and  customary  fees  are  limited  to 
physicians  and  only  during  the  one  year  test  period. 
It  is  apparent  that  the  Legislature,  when  it  evalu- 
ates the  program  in  1969,  will  be  interested  in  costs 
as  well  as  quality  of  care.  In  fact,  the  concept  of 
customary  and  usual  fees  cannot  be  extended  be- 
yond the  test  period,  until  the  Legislature  makes  an 
evaluation,  since  this  was  the  purpose  of  the  legisla- 
tion. During  this  period,  excessive  fee  charging  and 
over-utilization  will  be  closely  watched. 

The  Medical  Advisory  Committee  will  assist  the 
Welfare  Commissioner  in  reviewing  all  claims  for 
payment  in  which  doubt  or  dispute  is  raised  by  any 
party  to  the  medical  assistance  program  and  by 
making  recommendations  to  the  Welfare  Commis- 
sioner concerning  such  claims.  It  can  be  said  that 
the  work  of  this  committee,  which  has  just  begun, 
has  no  limits  in  sight  if  we  can  use  as  a yardstick  its 
accomplishment  in  so  short  a period  of  its  existence. 

I believe  you  wall  be  interested  in  the  number  of 
cases  served  by  the  Title  XIX  Program  for  the  first 
complete  year— July  1,  1966  thru  June  30,  1967: 

OAA  AFDC  AB  AD  TOTAL 

Active  Cases— 7/1/66  5,598  12,952  291  9,456  28,297 

Cases  Added — . 

7/1/66  thru  6/30/67  3,382  6,971  48  1,799  12,200 

TOT.AL  Active  Cases 

7/1/66—6/30/67  8,980  19,923  339  11,255  40,497 

Total  CASES  Active  7/1/66  to  6/30/67- 
By  Program: 

C.IV.  O.AA.  A.F.D.C.  A.B.  A.D.  MA.  TOTAL 

8,000  8,980  19,923  39  11,255  24,401  72,598  cases 

3 additional  persons  in  AFDC  Family  — 60,000  persons 

132,598 

Liberalization  by  Legislation  — 18,000 

150,000 

(Roughly  5%  of  Population) 

I believe  you  will  be  interested  in  the  current 
legislation  with  regard  to  Title  XIX  that  is  pend- 
ing before  the  Congress.  The  Committee,  chaired 
by  Representative  Wilbur  Mills,  noted  that  some 
30  states  now  have  Title  XIX  medical  assistance 
programs  in  operation,  with  eight  more  states  soon 
to  be  added.  It  expresses  concern,  however,  that  the 
plans  in  a few  states  go  well  beyond  what  Congress 
had  in  mind  when  the  program  was  authorized. 
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The  (k)nimitiee  reports  tliat  it  never  intended  that 
Federal  inatdiing  under  1 itle  XIX  would  be  made 
for  the  medical  costs  of  a considerable  portion  ol 
the  adult  working  ])opulation  of  moderate  income. 

The  bill  therelore  would  establish  maximum  in- 
come levels  for  payment  of  medical  assistance  for 
the  medicjilly  needy.  These  maximums  would  not 
be  set  in  dollai  amounts,  but  would  be  in  relaticjn 
to  the  highest  amoutit  that  would  ordinarily  be 
paid  to  a family  cd  the  same  size  receiving  money 
payments  through  AFDC,  and  having  no  other  in- 
come. For  states  already  having  :i  Title  XIX  pro- 
gram in  operation  the  federal  matching  ceilitig  for 
the  medically  needy,  effective  July  1,  1968,  would 
Ite  an  income  level  of  150  percent  of  the  AFDC 
money  payment.  On  jamtary  1,  I960  the  ceiling 
would  be  reduced  to  I K)  percent,  atid  on  January 
I,  1970  it  would  be  permanently  set  at  1,S.S-1/,S 
percent. 

.\s  you  can  see,  the  House  Bill  this  year  contains 
a seveie  limitation  on  Federal  participation— a 
limittuioti  which  will  affect  the  programs  in  opera- 
tion iti  14  states.  Fhe  fourteen  states  affected  by  the 
House  .Amendment  are  Cialifornia,  Cionnecticut, 
Delaware,  Illinois,  Iowa,  Kentucky,  Maryland, 
.Michigan,  Nebraska,  New  \’ork,  Oklahoma,  Penn- 
sylvania, Rhode  Island,  and  Wisconsin. 

For  Connecticut  this  may  mean  that  the  2,100 
dollar  income  for  single  persons  may  have  to  be 
reduced  by  ,§200,  The  $5,200  current  State  Plan  In- 
come .Allcjwance  for  two  (2)  persons  may  ha\e  to  be 
leduced  by  $()()(). 

1 he  Dejxutment  has  vigorously  protested  this 
picjvision  in  the  House  Bill  and  we  urge  you,  as  a 
Mediciil  Scjciety,  to  do  the  same  Ity  ccjmmunicating 
w'ith  Setiatczi  Russell  Long,  the  Chairman  of  the 
Finance  Committee,  and  Senator  Abraham  RibicofI 
who  is  a member  of  the  Committee. 

Fhe  Johnson  Administration  has  recommended 
that  to  remedy  this  discrepancy  and  to  establish  a 
reasonable  relationship  between  need  for  cash  as- 
sistance and  medical  indigence,  that  the  President’s 
proposal  to  limit  eligibility  for  medical  assistance 
to  150%  of  the  needs  standard  for  cash  assistance 
be  adopted. 


Laboratory  Medicine 


Serum  Alkaline  Phosphatase 

.Although  it  has  been  known  for  a number  ol 
years  that  the  alkaline  phosphatase  of  serum  may 
originate  from  different  organs,  until  recently  there 
has  been  no  practical  method  for  recognizing  the 
site  of  origin  thrcjugh  e.xamination  of  the  blood.  Re- 
cently J.  M.  Yong  of  .St.  George's  Hospital  Medical 
School  in  London  has  developed  a useful  method, 
although  one  which  must  still  lie  considered  as  too 
specialized  for  the  ordinary  clinical  laboratory.  His 
methocP  relies  on  agar  gel  electrophoresis  using 
extremely  cold  buffer,  followed  by  a staining 
method  with  a hydrolyzed  naphthol  substrate.  The 
major  contributions  of  this  method  are  in  establish- 
ing the  origin  of  alkaline  phosphatase  enzyme  in 
categories  of  disease;  in  individual  patients  the 
origin  is  usually  clear  when  the  clinical  setting  is 
studied.  7'he  electrophoresis  sharply  separates  liver, 
bone,  intestinal  and  placental  enzyme  when  com- 
bined with  study  of  heat  stability  and  L-phenyl 
alanine  inhibition. 

Yong’s  conclusions  may  be  summarized  as  follows: 

1.  Normal  adult  serum  contains  predominantly 
liver-type  enzyme,  a small  but  variable  amount  of 
intestinal  enzyme,  little  or  no  bone  enzymes. 

2.  In  children  there  is  liver  enzyme  plus  bone 
enzyme,  the  amount  of  the  bone  type  gradually 
falling  with  age. 

5.  In  pregnancy  the  rise  in  serum  alkaline  phos- 
phatase  is  due  to  placental  enzyme. 

1.  Fhe  liver  enzyme  can  be  of  2 types,  one  ol 
bile  duct  epithelium  and  the  other  of  endothelial 
origin.  In  obstruction  the  bile  duct  type  escapes 
into  the  blood,  in  hepatocellular  disease  it  is  the 
endothelial  type  which  rises.  Infants,  who  form 
little  of  either  type,  may  have  no  alkaline  phos- 
jjhatase  elevation  even  with  complete  bile  duct 
atresia. 

Roy  N.  Barnett,  md 

I.  Vong,  J.  M.  Origins  of  serum  alkaline  phosphatase.  J. 
Clin.  Path.  20  647-653,  July  1967. 
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whither  Usual  And  Customary  Charges? 

{On  Oclober  IS,  1967,  the  Council  voted  to  remind  the  tne?7ibership  of  the 
Society’s  policy  on  “usual  and  customary  charges”,  of  the  reasons  behind 
this  policy,  and  of  the  long-range  benefits  that  its  advancement  offers.) 

Since  1963,  it  has  been  the  policy  of  the  Connecticut  State  Meilical  Society  that  the  jjrelerred 
method  of  payment  for  physicians’  services  by  all  third  party  payors  is  that  of  “usual  and  customary 
charges”.  I'aking  into  account  the  established  fact  that  fee  jjatterns  vary  throughout  the  country, 
and  even  within  state  boundaries,  this  newer  method  of  third  party  jraynient  retpiires:  that  (a)  in 
submitting  claims  for  payment,  each  physician  will  bill  only  for  the  amount  that  he  charges  the 
majority  of  his  private  patients  (his  usual  charge)  for  the  service  rendered;  that  (b)  the  usual  charge 
fall  within  the  customary  level  of  charges  made  in  his  community  area  by  physicians  of  similar 
(pialifications  for  a similar  service;  and  that  (c)  if  the  charge  is  in  conformance  with  the  two  pre- 
\iously  stated  criteria,  it  will  be  honored  by  the  payor  as  being  reasonable.  A most  important  nega- 
tive characteristic  of  the  method  is  that  no  schedule  is  used  to  measure  the  rea.sonableness  of 
a fee-for-service. 

While  the  Society  does  not,  in  any  sense,  claim  full  credit  for  the  increasing  trend  of  third 
party  payors,  both  private  and  public,  to  adopt  the  usual  and  customary  charge  concept  in  all  their 
policies  and  programs,  its  efforts  have  contributed  sidjstantially  to  its  use  in  the  following  plans  in 
Connecticut:  Medicare  B,  Military  Dependents  Medical  Care,  and  Title  XIX  Medicaid  (beginning 
March  1,  1968).  To  be  sure,  these  three  are  government-financed  programs,  in  part  or  in  full,  but 
reports  are  coming  in  from  all  over  the  Unitetl  States  that  privately  operated  prepayment  and 
insurance  plans  are  making  the  transition  from  schedule  to  non-schedule  j^ayments  under  their  basic 
contracts  as  well  as  major  medical. 

Perhaps  the  strongest  arguments  against  a continuation  of  the  fixed-fee  approach  arc  that:  (a) 
fixed  payments,  however  generous,  do  not  accommodate  the  charges  of  physicians  which  may  be 
higher  or  lower  than  the  uniform  amounts  allow'cd,  and  that  they  are  slow  to  rellect  changes  in  the 
cost  of  living:  (b)  they  take  away  from  the  individual  doctor  the  right  to  assess  the  value  of  his  own 
services  and  the  initiative  to  deal  person-to-person  wdth  his  patients:  and  (c),  their  acceptance  by 
physicians  at  local  or  state  level  may  help  to  bring  about  realization  of  the  dream  of  large  segments 
of  organized  labor  and  a number  of  social  jalanners  that  fees  wall  someday  be  uniform  nationally 
—exactly  the  same  in  Ims  Angeles,  California  and  Hickory  Hollow,  North  Carolina. 

.A.  little  extra  thought  should  be  given  to  the  last  of  these  three  arguments.  There  is  no  ques- 
tion that  a national  fee  .schedule  would  greatly  simplify  labor-management  negotiations  on  em- 
ployee health  benefits,  particularly  in  cases  where  management’s  interests  cross  state  lines  or  even 
lie  on  opposite  shores  of  the  land.  But,  on  the  other  hand,  it  is  certain  that  such  a convenience  to 
these  organized,  so-called  “consumers”  of  medical  care  services  would  eliminate  all  competition 
among  hundreds  of  existing  prepayment  and  insuring  agencies,  which  competition  has  stimulated 
so  much  productive  growth  and  expansion  in  the  health  insurance  field.  .And  then  what?  Why,  what 
could  be  simpler  or  more  logical  than  that  the  Federal  government  should  step  in  and  “coordinate” 
the  entire  private  insurance  sector  under  its  own  supervision,  thereby  eliminating  completely 
the  need  for  the  existence  of  separate  plans  in  the  first  place— to  develop  and  administer  programs 
at  local  level  to  meet  local  reejuirements  at  rates  which  reflect  local  economic  conditions. 

Widespread  physician  support  of  the  usual  and  customary  charge  method  will  help  to  fore- 
stall this  happening.  Such  support  may  prove  to  be  the  only  way  to  try  to  achieve  that  end.  The  So- 
ciety recommends  that  its  members  consider  the  merits  of  giving  the  new  method  their  wholehearted 
backing,  and  of  communicating  to  all  third  party  payors  in  the  State  with  whom  they  do  business 
their  favor  for  its  use. 

W.R.R. 
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FROM  THE  GENERAL  MANAGER’S  OFFICE 


Peter  F.  Villano 
Director  of  Public  Relations 


William  R.  Richards,  m.d.,  General  Manager 
160  St.  Ronan  Street,  New  Haven,  Conn. 
Telephone  865  0587 


Josephine  P.  Lindquist 
Assistant  to  General  Manager 


SUMMARY  OF  ACTIONS 
COUNCIL  MEETING 
Wednesday,  October  18,  1967 

I.  Attendance 

I’lesent  in  addition  to  the  Chairman,  Dr.  Stevens 
).  Martin  were:  Drs.  Bradley,  Grendon,  Polivy,  M. 
Caplan,  Fabro,  Hess,  Rogol,  Cramer,  Abbot,  Sjiitz, 
Hastings,  Shepartl,  .\yres,  Jacobson,  Jr.,  Grant, 
Petrie,  Pelz,  Wilson,  Palomba,  Roch  and  Granoff. 

.Also  present  were:  Mrs.  Lindquist,  Mr.  Villano, 
Mr.  Norbeck  (AMA)  and  Dr.  Richards.  Absent 
were:  Drs.  Gardner,  Egan,  Johnson  and  Nolan. 

Preliminary 

Before  starting  the  business  meeting,  the  Chair- 
man introduced  Morris  A.  Granoff,  New  Haven, 
who  has  been  appointed  by  the  New  Haven  As- 
sociation as  Associate  Councilor.  Note  was  made 
that  Stewart  J.  Petrie,  Derby,  has  been  appointed 
NHCMA  (Councilor  to  succeed  Frank  K.  Abbot, 
W^aterbury,  who  resigned  to  become  Vice-Speaker 
of  the  House  of  Delegates. 

T he  Chairman  also  drew  the  attention  of  the 
Council  members  to  the  handsome  scroll,  hanging 
in  the  Barker-Weld  Room,  which  was  accepted  by 
the  Society’s  President  from  the  President  of  the 
Hartford  County  Medical  Association  on  Septem- 
ber 27,  1967.  T he  scroll  was  presented  to  the  Society 
by  the  Hartford  Association  in  commemoration  of 
the  Society’s  175th  anniversary  of  its  founding  and 
in  recognition  of  its  contributions  to  Medicine  in 
the  state.  It  was  VOTED  to  request  the  General 
Manager  to  convey  to  the  President  and  members 
of  HCMA  the  sincere  thanks  of  the  Council  for 
this  expression  of  esteem  for  the  Society’s  efforts 
during  the  period  1792-1967. 

II.  Routine  Business 

Life  Memberships 

It  was  VOTED  to  approve  applications  for  Life 
Membership  received  from  the  following  eligible 
Active  Members: 

Henry  Caplan,  Yalesville,  (NHCMA)— 1968 
Henry  P.  Talbot,  Hartford,  (HCM.A)— 1967 
George  C.  Wilson,  Norwich,  (NLCMA)— 1968 


Committee  Resignations 

(a)  Committee  To  Study  Perinatal  Morbidity  and 
Mortality:  It  was  VOTED  to  accept,  with  regret, 
the  resignation  of  David  F.  Conway,  New  Haven, 
as  a member  of  this  Committee. 

(b)  Committee  on  Program  of  Scientific  Assembly: 
It  was  VOTED  not  to  accept  the  resignation  of 
David  Babbott,  Hartford  (now  of  the  Vermont 
Medical  School),  as  Chairman  and  as  a member  of 
this  Committee.  Dr.  Babbott  informed  the  Council 
that,  having  moved  out-of-state,  he  would  be  un- 
able to  give  in-person  attention  to  his  duties  as 
Chairman,  but  that  he  would  very  much  like  to 
participate  in  planning  and  conducting  the  pro- 
gram to  the  fullest  extent  possible.  William  F.  Eck- 
hardt.  New  Canaan,  who  will  become  Chairman 
of  the  Committee  for  the  1969  Scientific  Assembly 
is  agreeable  to  serving  as  Acting  Chairman  for  the 
balance  of  the  current  year,  with  Dr.  Babbott  con- 
tinuing on  as  official  Chairman. 

Date  Of  Next  Meeting 

T he  next  meeting  of  the  Council  will  be  held  on 
T hursday,  November  16,  1967. 

III.  Old,  New  and  Special  Business 

Report— Committee  On  Third  Party  Payments 

(a)  As  recommended  by  the  Committee,  it  was 
\''OTED  to  adopt  a policy  statement  which  reads 
as  follows:  “It  should  be  a guideline  in  the  func- 
tioning of  Review  Committees  that  third  party 
payors  be  asked  to  advise  the  patient  (policyholder) 
only  of  his  allowable  payment,  and  that  further 
questions  regarding  charges  be  a matter  for  dis- 
cussion between  the  patient  and  the  physician.” 
Ciopies  of  this  statement  are  to  be  sent  to  the  Health 
Insurance  Council  and  otlier  appropriate  agencies. 

(b)  It  was  VOTED  to  receive  as  information  no- 
tice: that  the  project  to  update  the  Relative  Value 
Study  has  been  set  in  motion;  and  that  a meeting 
has  been  scheduled  with  the  cliairmen  of  four  of 
the  Society’s  sections  to  discuss  the  relative  values 
of  services  provided  by  physicians  in  extended-care 
facilities  and  appropriate  utilization  of  same. 
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Report— C5M5  Representative  To  P.L.  89-749  Program 

Orvan  W.  Hess,  New  Haven,  CSMS  representa- 
tive on  the  Advisory  Committee  to  the  “Compre- 
hensive Health  Planning  and  Public  Health 
Services”  program  in  Connecticut,  reported  that 
progress  has  been  made  toward  setting  ujr  the  ad- 
ministrative mechanisms  to  start  implementing  the 
program,  but  that,  thus  far,  no  definitive  studies 
are  under  way. 

COMPAC 

(a)  It  was  VOTED  to  receive,  as  information,  a 
copy  of  the  minutes  of  the  August  22,  1967  meeting 
of  the  Board  of  Directors  of  COMPAC. 

(b)  It  was  VOTED  to  accept  a report  of  the  Ad 
Hoc  Committee  on  CSMS-COMPAC  Liaison  pre- 
sented by  the  Committee  Chairman,  Frank  K. 
Abbot,  and  to  approve  its  recommendations  as 
follows; 

(1)  That  the  officers  of  the  Connecticut  State 
Medical  Society  j^i^iblicly  promote  COMPAC 
membership  to  CSMS  members. 

(2)  That  the  agenda  of  the  House  of  Delegates 
of  the  Connecticut  State  Medical  Society  regu- 
larly include  a formal  report  from  COMPAC, 
both  at  the  annual  and  semi-annual  meetings. 

(3)  That  the  Council  of  the  Connecticut  State 
Medical  Society  urge  similar  promotion  of 
COMPAC  by  the  officers  of  the  component 
county  medical  associations,  and  similar  inclu- 
sion of  formal  reports  from  COMPAC  at  their 
associations’  annual  and  semi-annual  meetings. 

Report— Connecticut  Society  Of  Pathologists 

It  was  VOTED  to  accept  a report  filed  by  the 
CSP  on  its  “evaluation  of  . . . out-of-state  labora- 
tory operations,  with  particular  reference  to  the 
quality  of  their  work  and  the  charges  attendant 
thereto  (as  compared  with  Connecticut  standards 
and  charge  levels)”,  and  to  approve  its  recom- 
mendations as  follows; 

(a)  That  the  Connecticut  State  Medical  Society 
not  accept  as  exhibitors  or  advertisers  any  labora- 
tory not  subject  to  supervision  by  the  Connecticut 
State  Health  Department,  or  which  offers  contract 
practice  arrangements. 

(b)  That  the  Connecticut  State  Medical  Society 
condemn  any  “contract  practice”  (for  laboratory 
services)  of  the  type  discussed  as  unethical,  and 
not  in  accord  with  the  principles  (of  ethics)  which 
guide  members  of  the  Society.  N.B.:  A further  re- 
port on  the  “ethics”  of  these  arrangements  is  being 
awaited  from  the  Council’s  Committee  on  Pre- 
liminary Study  of  Censorship  Questions. 


Pursuant  to  the  acceptance  of  this  report,  and 
approval  of  its  recommendations,  it  was  VOTED 
to  request  the  Committee  on  Public  Health  to  un- 
dertake a study  of  the  costs  of  laboratory  services 
and  testing  in  Connecticut  and  to  what  extent 
laboratories  (hospital  and  otherwise)  within  the 
state  contract  (sub-contract)  with  out-of-state  lab- 
oratories for  services  and  tests;  to  seek  to  determine, 
if  asked,  the  accuracy  of  tests  and  services  per- 
formed by  out-of-state  laboratories;  and  to  report 
to  the  Council  on  these  matters. 

Communication— Hartford  County  Medical  Association 

Having  received  from  the  Board  of  Directors  of 
HCMA  a series  of  suggested  changes  in  the  word- 
ing of  two  documents  sent  to  all  component  county 
medical  associations  earlier  this  year  (“Proposed 
Rules  Governing  Disciplinary  Proceedings”  and 
“Model  Section  on  Ethics  and  Discipline;  a Guide 
for  the  Constitutions  of  County  Medical  Associa- 
tions”), it  was  VOTED  to  refer  these  suggestions 
for  change  to  the  Committee  on  Preliminary  Study 
of  Censorship  Questions  (which  authored  the 
original  documents)  for  further  study  and  report, 
and  that  other  counties  be  invited  to  submit  their 
lecommendations  regarding  these  Guidelines. 

Having  received  and  reviewed  a communication 
from  the  Board  of  Directors  of  HCMA,  concerning 
proposed  amendments  to  the  amendments  (re  estab- 
lishing a “judicial  Committee”)  now  lying  on  the 
table  of  the  House  of  Delegates,  it  was  VOTED  to 
bring  the  HCMA  amendments  before  the  House 
of  Delegates  on  December  13,  1967  by  instituting 
the  following  procedures; 

(a)  The  General  Manager  will  communicate  with 
the  other  component  associations,  asking  their 
governing  bodies  to  submit  (on  or  before  Novem- 
ber 15)  to  the  GM’s  office  any  amendments  to  the 
amendments  on  the  table  which  they  may  wish  to 
propose. 

(b)  The  HCMA  amendments,  and  any  others 
which  may  be  received,  will  be  reproduced  and  dis- 
tributed to  the  Presidents  of  the  component  associa- 
tions and  to  all  members  of  the  House  of  Delegates 
at  least  ten  days  prior  to  the  meeting  of  the  House 
on  December  13,  along  with  copies  of  the  amend- 
ments that  are  lying  on  the  table. 

(c)  The  Speaker  of  the  House  will  be  asked  to 
appoint  a Reference  Committee  at  least  two  weeks 
prior  to  the  meeting  of  the  House  of  Delegates, 
such  Committee  to  limit  its  hearing  to  this  single 
item  of  business  (amendments  to  the  amendments 
re  establishing  a Judicial  Committee),  and  each 
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member  ot  the  Retereiice  C-ommiltee  is  to  receive 
all  materials  relating  to  the  subject  matter  in  ad- 
vance lor  prior  study. 

(d)  The  Reference  Committee  appointed  for  this 
single  purpose  will  hold  its  hearing  in  the  forenoon 
of  December  13  (probably  starting  at  11:00  A.M.), 
and  will  be  expected  to  have  a report  prepared  in 
time  for  submission  to  the  House  during  the  after- 
noon session  (starting  at  2:00  P.M.).  Any  CSMS 
member  may  appear  and  testify  at  the  hearing. 

(e)  At  the  time  of  presentation  of  the  report  of 
the  Reference  Committee  to  the  House,  additional 
debate  on  all  aspects  of  the  amendments  will  be 
permitted  from  the  floor,  but  it  is  hoped  that  Dele- 
gates and  members-at-large  will  have  made  their 
points,  j)io  or  con,  at  the  Reference  Committee 
hearing  and  will  not  infringe  on  the  time  of  the 
House  by  making  the  same  points  from  the  floor. 

Reports— Council's  Fiscal  Advisory  Committee 

It  was  VOTED  to  approve  recommendations  ot 
the  Fiscal  Advisory  Committee  as  follows: 

(1)  That  the  Council  apjtrove  the  proposal  of  the 
Committee  on  Medicine  and  Religion  to  plan  and 
hold  an  M and  R program  (“The  Doctor’s  Dilem- 
ma re  Contracejition,  Abortion  and  the  Use  ol 
Psychedelic  Drugs”)  at  the  Hartford  Hilton,  Hart- 
ford, at  8:00  P.M.  on  7'uesday,  April  30,  1968  (the 
first  day  of  the  Annual  Meeting),  and  to  authorize 
the  Committee  to  spend  up  to  |750  out  of  general 
funds  for  the  purpose  of  arranging  and  holding 
such  program. 

(2)  That  the  Council  authorize  reimbursement  of 
a member  of  the  Committee  on  Public  Health  in 
the  amount  of  .'$160.80,  such  reimbursement  to  cover 
part  of  the  costs  incurred  by  the  member  in  attend- 
ing the  meeting  of  the  American  Public  Health 
Association,  Miami,  Florida,  October  22-27,  1967. 
It  is  understood  that  the  member,  acting  as  a CSM.S 
representative,  will  file  an  informative  report  on 
the  proceedings  of  the  meeting  for  distribution  to 
the  Council,  the  Committee  on  Public  Health,  and 
others  who  may  be  interested. 

(3)  That  the  sum  of  up  to  $1195  be  made  avail- 
able to  the  Committee  on  Postgraduate  Education 
during  the  period  November  1,  1967-June  30,  1968, 
such  funds  (.$235)  to  be  used  for  the  purpose  of 
soliciting  and  collating  the  places,  dates  and  con- 
tents of  educational  programs  throughout  the  State 
which  are  available  to  members  of  the  Society  and 
up  to  $960  to  cover  the  costs  of  publishing  this  in- 
formation in  the  Journal.  The  administration  of 
the  funds  (Journal  costs,  printing  and  postage,  per- 


sonal services,  etc.)  will  be  the  responsibility  of  the 
Central  Manager’s  office.  For  the  time  being,  the 
tasks  of  obtaining,  coordinating  and  publishing 
the  information  on  these  educational  programs 
will  be  the  responsibility  of  the  Public  Relations 
Department.  Later  on,  it  is  possible  that  additional 
clerical  help  may  have  to  be  engaged. 

(1)  That  the  Council  approve  an  educational 
grant  to  (iOMPAC  for  1968  in  the  amount  of 
$7,500;  that  this  allocation  appear  in  the  budget  for 
1968;  that  the  Council  recommend  approval  of  this 
grant  to  the  House  of  Delegates  on  December  13, 
19()7;  and  that  the  opinion  of  the  governing  boards 
and/or  membership  of  the  component  county 
medical  associations  on  making  the  grant  be  sought 
in  writing  for  transmittal  to  the  House  of  Delegates 
on  December  13,  1967,  along  with  the  budget  and 
the  recommendation  of  the  Council. 

(5)  Fhat  the  Cotmcil  authorize  the  Chairman,  in 
consultation  with  the  President  and  the  General 
Manager,  to  designate  two  tjualified  members  of 
ihe  .Society  to  .serve  as  CSMS  representatives  to  an 
.\M.\  Planning  Conference  on  Health  Care  for  the 
Poor,  Chicago,  December  15-16,  1967,  and  to 
authorize  reimbursement  of  the  members  desig- 
nated for  usual  expenses  incurred  by  their  attend- 
;uue  at  the  Planning  Conference  at  the  rate  of  up 
to  $250  per  representative. 

(6)  That  the  Council  approve  the  ptdjlishing  of 
an  .\MPAC-COMPAC  advertisement  in  the  Jour- 
nal as  a “filler”,  as  frequently  as  possible  and  with- 
out charge  to  COMPAC. 

Report— International  Conference  On  Abortion 

It  was  VOTED  to  accept  a report  on  the  proceetl- 
ings  of  this  Conference  (Washington,  D.C.,  Septem- 
ber 6-8,  1967)  filed  by  the  President,  E.  Tremain 
Bradley. 

Pursuant  to  the  report,  it  was  VOTED  to  adopt 
a motion  as  follow's: 

Fhat  the  Chairman  of  tlie  Council  appoint  an 
,\d  Hoc  Committee  to  Study  the  Problems  of 
.Abortion,  and  request  the  Ad  Hoc  Committee  to 
leport  the  results  of  its  study  to  the  Council  with- 
in a reasonable  time.  It  was  the  sense  of  the 
Council  that  the  Committee  explore  the  subject 
of  abortion  in  its  broadest  aspects,  with  particular 
emphasis  on  the  various  medical,  social  and  eco- 
nomic forces  which  contribute  to  abortion;  that 
the  membership  of  the  Committee  include  in- 
formed individual  physicians  and  members  of 
pertinent  CSMS  committees  (Medicine  and  Re- 
ligion, Public  Health,  Maternal  Morbidity  and 
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Mortality,  Perinatal  Morbidity  and  Mortality, 
etc.);  and  that  the  Committee  be  authorized  to 
meet  with  other  informed  persons  and  use  all 
available  resources  in  its  study. 

Report— Liaison  With  State  Dental  Association 

It  was  VOTED  to  accept  the  report  of  the  Presi- 
dent, E.  Tremain  Bradley,  on  his  discussion  of  this 
subject  with  the  President  of  the  Connecticut  State 
Dental  Association,  and  to  approve  the  following 
recommendation: 

That  an  invitation  be  extended  to  the  Connecti- 
cut State  Dental  Association  to  have  two  or  three 
CSDA  representatives  join  the  Council  at  its 
meetings,  at  least  once  within  every  six  months 
period,  for  the  purpose  of  presenting  and  dis- 
cussing matters  of  mutual  interest  to  the  organiza- 
tions and  their  members. 

Report — Meeting  Of  Organization  Of  State  Medical 
Association  Presidents 

It  was  voted  to  accept,  with  commendation,  a re- 
port on  the  proceedings  of  this  meeting  (Chicago, 
August  24-25,  1967)  led  by  the  President,  E.  Tre- 
main Bradley. 

Pursuant  to  the  report,  it  was  VOTED  to  ap- 
prove a series  of  recommendations  as  follows: 

(1)  That  the  Council  of  the  Connecticut  State 
Medical  Society  strongly  condemn  any  movement 
to  discontinue  hospital-based,  diploma  schools  of 
nursing  and  licensed  practical  nursing,  and  that  the 
Connecticut  Nurses  Association,  the  Connecticut 
League  for  Nursing,  the  Connecticut  Hospital  As- 
sociation be  apprised  of  this  action;  further,  that 
the  action  be  widely  publicized  to  the  communica- 
tions media. 

(2)  That  the  Chairman  of  the  Council  appoint 
an  Ad  Hoc  Committee  on  Health  Care  of  the  Poor 
to  study  the  problems  in  Connecticut  which  may 
result  in  inferior  and/or  inadequate  medical  care 
for  the  indigent  and  semi-indigent  and  report  its 
findings  and  recommendations  to  the  Council.  It 
was  further  VOTED  that  the  Chairman,  in  ap- 
pointing the  Committee,  should  include  as  mem- 
bers and  co-chairmen  the  two  CSMS  representatives 
who  are  selected  to  attend  the  .VMA  Planning  Con- 
ference on  Health  Care  for  the  Poor,  Chicago, 
December  15-16,  1967. 

Report— Committee  On  State  Legislation 

It  was  VOTED  to  receive  as  information,  and 
with  thanks,  a report  of  Isadore  H.  Eriedberg, 
Chairman  of  this  Committee,  titled:  Proposed 
Protocol  on  Long-Range  Legislative  Activities  for 
CSMS. 


Supplementary  Report— Committee  On  State  Legislation 

It  was  VOTED  to  approve  recommendations  of 
the  Committee,  with  minor  amendments,  as  follows: 

(1)  That  the  Society’s  staff  explore  ways  and 
means  of  obtaining  and  processing  bills  placed  in 
the  General  Assembly’s  hopper  more  expeditiously, 
so  that  the  Committee  may  have  as  much  informa- 
tion about  bills  of  interest  to  the  Society  available 
for  study  at  the  earliest  possible  time. 

(2)  That  the  Committee  be  authorized  to  re- 
examine and  define  the  role  to  be  played  by  the 
Society’s  legislative  agent  in  future  years,  and  to 
make  specific  recommendations  concerning  same  to 
the  next  meeting  of  the  Council  (November  16, 
1967). 

(3)  That  the  Committee,  with  the  assistance  ol 
the  Society’s  staff,  be  authorized  to  develop  methods 
to  assure  a more  effective  flow  of  information  from 
the  Council  to  the  Committee  and  return  on  a con- 
tinuing basis,  and  that  the  Chairman  of  the  Com- 
mittee be  recpiested  to  attend,  and  to  report  to,  each 
meeting  of  the  Council  two  months  prior  to,  and 
during,  each  session  of  the  General  Assembly. 

(4)  That  well  in  advance  of  each  session  of  the 
General  Assembly  the  Gouncil  assign  responsibility 
to  selected  members  of  the  Society  (other  than 
members  of  the  Committee  and  staff)  to  appear  at 
legislative  hearings  on  “key”  bills  (those  initiated 
by  the  Society  or  in  which  the  Society  has  special 
interest). 

(5)  That  the  Council  express  its  desire  that  the 
Committee  be  “active”  in  entering  into  legislative 
areas  for  the  common  good  (gathering,  studying 
and  evaluating  health  problems  with  a view  to 
having  the  Society  introduce  bills,  when  appropri- 
ate). 

It  was  VOTED  to  table  action  on  one  recom- 
mendation of  the  Committee  which  proposed  to 
define  areas  in  which  the  Committee  could  act 
autonomously  and  those  in  which  prior  approval 
of  the  Council  and/or  House  of  Delegates  should 
be  obtained  before  legislative  action  is  undertaken. 

It  was  further  VOTED  to  adopt  a motion  (recom- 
mendation) not  submitted  by  the  Committee  as 
follows: 

That  the  Chairmen  of  all  standing  and  special 
committees  of  the  Society  seek  contact  relation- 
ships with  the  Chairmen  of  pertinent  committees 
of  the  General  Assembly  to  explore  matters  of 
mutual  interest  in  the  field  of  health  and  medical 
care  legislation,  and  that  the  Chairman  of  the 
Committee  on  State  Legislation  be  responsible 
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If  it  doesn’t 
work  in  a week, 
forget  it. 


Contraindications:  Edema;  danger  of  cardiac  de- 
compensation; history  or  symptoms  of  peptic  ulcer; 
renal,  hepatic  or  cardiac  damage;  history  of  drug 
allergy;  history  of  blood  dyscrasia.  The  drug  should 
not  be  given  when  the  patient  is  senile  or  when 
other  potent  drugs  are  given  concurrently.  Large 
doses  of  Butazolidin  alKa  are  contraindicated  in 
glaucoma. 

Warning:  If  coumarin-type  anticoagulants  are  given 
simultaneously,  watch  for  excessive  increase  in 
prothrombin  time.  Instances  of  severe  bleeding 
have  occurred.  Pyrazole  compounds  may  potenti- 
ate the  pharmacologic  action  of  sulfonylurea,  sul- 
fonamide-type  agents  and  insulin.  Carefully  ob- 
serve patients  receiving  such  therapy.  Use  with 
great  caution  in  the  first  trimester  of  pregnancy. 

Precautions:  Before  prescribing,  carefully  select 
patients,  avoiding  those  responsive  to  routine 
measures  as  well  as  contraindicated  patients. 
Obtain  a detailed  history  and  a complete  physi- 
cal and  laboratory  examination,  including  a 
blood  count.  The  patient  should  not  exceed  recom- 
mended dosage,  should  be  closely  supervised  and 
should  be  warned  to  discontinue  the  drug  and  re- 


port immediately  if  fever,  sore  throat,  or  mouth 
lesions  (symptoms  of  blood  dyscrasia);  sudden 
weight  gain  (water  retention);  skin  reactions;  black 
or  tarry  stools  or  other  evidence  of  intestinal  hem- 
orrhage occur.  Make  regular  blood  counts.  Discon- 
tinue the  drug  immediately  and  institute  counter- 
measures if  the  white  count  changes  significantly, 
granulocytes  decrease,  or  immature  forms  appear. 
Use  greater  care  in  the  elderly  and  in  hyperten- 
sives. 

Adverse  Reactions:  The  most  common  are  nausea, 
edema  and  drug  rash.  Swelling  of  the  ankles  or 
face  may  be  minimized  by  withholding  dietary  salt, 
reduction  in  dosage  or  use  of  diuretics.  In  elderly 
patients  and  in  those  with  hypertension  the  drug 
should  be  discontinued  with  the  appearance  of 
edema.  The  drug  has  been  associated  with  peptic 
ulcer  and  may  reactivate  a latent  peptic  ulcer.  The 
patient  should  be  instructed  to  take  doses  imme- 
diately before  or  after  meals  or  with  milk  to  mini- 
mize gastric  upset.  Mild  drug  rashes  frequently 
subside  with  reduction  of  dosage.  However,  rash 
accompanied  by  fever  or  other  systemic  reactions 
usually  requires  withholding  medication.  Purpuric 
rash  has  also  been  reported.  Agranulocytosis,  ex- 


In  rheumatoid  arthritis,  Butazolidin  alka  needs 
only  a week’s  trial.  If  it  doesn’t  work  in  a week, 
forget  it. 

A short  trial  period  may  spare  patients  weeks  of 
discomfort.  That’s  one  reason  why  Butazolidin  alka 
seems  a good  choice  when  aspirin  fails. 

It’s  not  for  every  patient.  Check  carefully  the 
Contraindications,  Warning,  and  Precautions 
shown  below. 

And  adverse  reactions  may  occur. The 
most  common  are  nausea,  edema  and 
rash.  Rarely,  agranulocytosis  has  been 
reported.  All  adverse  reactions  are 
listed  below,  too. 

You’ll  know  quickly  if  it  works. 

And  most  of  the  time,  it  will. 


foliative  dermatitis,  Stevens-Johnson  syndrome,  or 
a generalized  aliergic  reaction  similar  to  serum 
sickness  may  occur  and  require  permanent  with- 
drawai  of  medication.  Stomatitis,  salivary  gland 
enlargement,  vomiting,  vertigo  and  languor  may 
occur.  Leukemia  and  ieukemoid  reactions  have 
been  reported.  While  not  definitely  attributable 
to  the  drug,  a causal  relationship  cannot  be  ex- 
cluded. Thrombocytopenic  purpura  and  aplastic 
anemia  may  occur.  Confusional  states,  agitation, 
headache,  blurred  vision,  optic  neuritis  and  tran- 
sient hearing  loss  have  been  reported,  as  have 
hyperglycemia,  hepatitis,  jaundice,  and  several 
cases  of  anuria  and  hematuria.  With  long-term  use, 
reversible  thyroid  hyperplasia  may  occur  infre- 
quently. Moderate  lowering  of  the  red  cell  count 
due  to  hemodilution  may  occur. 

Dosage  in  Rheumatoid  Arthritis:  Initial:  3.  to  6 cap- 
sules or  tablets  daily  in  3 or  4 equal  doses.  Trial 
period:  1 week.  Maintenance  dosage  should  not 
exceed  4 capsules  or  tablets  daily;  response  is 
often  achieved  with  1 or  2 capsules  or  tablets  daily. 
6509-V(B)R2 

For  complete  details,  please  see  full  prescribing 
information. 


Butazolidin"^  alka 

Capsules:  phenylbutazone,  100  mg.;  dried  aiumi- 
num  hydroxide  gei,  100  mg.;  magnesium  trisiiicate, 
150  mg.;  homatropine  methyibromide,  1.25  mg. 

Also  available:  Butazolidin®,  phenyibutazone: 
Tablets  of  100  mg. 


Geigy  Pharmaceuticals  5 

Division  of  Geigy  Chemical  Corporation 
Ardsley,  New  York  a 


for  facilitating  these  contact  relationships  and 

correlating  information  obtained  therefrom. 

Report— Committee  On  State  Legislation 

It  was  VOTED  to  refer  to  a newly-formed  Ad 
Hoc  Committee  on  Problems  of  Abortion,  for  study 
and  report,  a report  of  the  Committee  on  State 
Legislation  which  proposed  that  the  Society  take 
a position  on  therapeutic  abortion  identical  with,  or 
similar  to,  that  adopted  by  the  AMA  House  of 
Delegates  in  June  of  1967.  The  Committee  recom- 
mended that  if  the  Society  does  adopt  such  a posi- 
tion, the  Committee  be  instructed  as  to  what  steps 
it  should  take  at  the  1969  session  of  the  General  As- 
sembly to  achieve  “liberalization”  of  the  existing 
Connecticut  statutes  relative  to  therapeutic  abor- 
tion. 

Election  Of  Student  Members 

It  was  VOTED  to  elect  to  Student  Membership 
twenty-eight  Connecticut  residents  who  are  en- 
rolled in  medical  schools  throughout  the  country. 
The  names  of  the  new  Student  Members  will  be 
published  in  an  early  issue  of  the  Journal. 

Nominations— Medical  Advisory  Committee  To 
Title  XIX  Program 

Having  requested  the  component  county  medical 
associations  and  all  sections  and  groups  that  par- 
ticipated in  the  Relative  Value  Study  to  submit 
suggested  nominees  for  service  with  this  MAC,  the 
President  and  the  Chairman  of  the  Council  pre- 
sented a list  of  nominees  to  be  offered  to  Commis- 
sioner Shapiro  for  his  consideration  and  appoint- 
ment. Having  added  several  more  names,  the 
Council  VOTED  to  approve  the  list,  as  amended, 
and  to  transmit  same  to  the  Commissioner. 

N.B.:  The  foregoing  is  a summary  of  the  proceed- 
ings and  actions  of  the  Council  on  October 
18,  1967.  Detailed  minutes  of  the  meeting 
are  on  file  at  160  St.  Ronan  Street,  New 
Haven,  for  perusal  by  any  interested  mem- 
ber of  the  Society. 

PLACEMENT  WANTED 

SURGEON— Board  certified  in  General  and 
Thoracic  Surgery  wishes  a group  or  associate  prac- 
tice in  a coastal  town.  Interested  in  peripheral 
vascular,  cardiac  and  thoracic  surgery.  Has  applied 
for  Connecticut  license.  Military  obligations  com- 
pleted. 

SURGEON— 39  years  of  age.  Board  eligible,  Con- 
necticut license.  Wishes  to  practice  with  a group  or 


associate  in  Connecticut,  with  no  preference  to 
town.  Available  immediately,  no  military  obliga- 
tions. 

SURGEON— 37  years  of  age.  Board  eligible,  Con- 
necticut license.  \Vishes  to  associate  with  a group  or 
another  surgeon.  Available  January  1,  1968. 

OBS-GYN— Board  certified,  33  years  of  age.  Pres- 
ently completing  military  obligations.  Would  like 
to  enter  into  a group  or  associate  practice.  Avail- 
able February  1,  1968. 

G.P.— 34,  currently  completing  military  tour  de- 
sires to  locate  in  Connecticut.  Four  years’  solo 
practice  experience.  Solo,  association  or  group, 
emergency  room,  college  health.  Connecticut  li- 
cense. 

CHIEF  MEDICAL  OFFICER-Challenging  op- 
portunity for  an  experienced  physician-executive  to 
head  u]d  medical  program  for  a large,  progressive, 
rapid-growth  corporation.  I.ocation  is  in  midwest, 
age  can  vary  from  late  30’s  to  mid  50’s.  Income  is 
open  and  negotiable,  benefits  are  excellent.  Com- 
pany climate  is  stimulating. 

R.LDIOLOGIST  to  associate  with  three  Radiol- 
ogists; expanding  hospital  and  office  practice  in 
Hartford  area;  remuneration:  negotiable,  leading 
to  full  partnership.  Contact:  Albert  C.  Hurwit, 
M.D.,  477  Connecticut  Boulevard,  East  Hartford, 
Connecticut  06108. 

PATHOLOGLST— 36  years  of  age.  Board  certi- 
fied, Connecticut  license.  Interested  in  a group,  as- 
sociate or  institutional  practice  and  can  be  available 
within  one  month. 

PATHOLOGIST— 34  years  of  age.  Board  eligible, 
Connecticut  license.  Interested  in  associate  patho- 
logical practice.  Excellent  background  and  training. 
Available  November,  1967. 

ANYONE  INTERESTED  IN  THE  ABOVE  IS 
ASKED  TO  CONTACT  THE  GENERAL  MAN- 
AGER’S OFFICE,  160  ST.  RONAN  STREET, 
NEW  HAVEN,  CONNECTICUT  06511. 

PLACEMENT  OPPORTUNITIES 

WANTED— young  internist.  Board  eligible  or 
certified  to  associate  with  two  other  young  internists 
in  modern,  fully  equipped  building  in  suburb  of 
Hartford. 

PATHOLOGIST— State  of  Connecticut  centrally 
located  general  hospital.  Must  have  2 years’  em- 
ployment in  pathology;  be  eligible  for  Connecticut 
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license.  Salary  range:  $16,640-.|22,180  plus  extras. 
4\^rite:  S.  Stein,  State  Personnel  Department,  405 
State  Office  Building,  Hartford,  Connecticut  06115. 

ANESTHESIOLOGIST— Board  eligible  or  certi- 
fied to  join  small  partnership  in  private  practice  at 
the  Windham  Community  Memorial  Hospital,  112 
Mansfield  Avenue,  Willimantic,  Connecticut  06226. 

PEDIATRICIAN  urgently  needed  lor  commu- 
nity 15  minutes  from  Hartford  with  population 
area  of  45,000  people.  Opportunity  available  to 
head  Pediatrics  Department  in  hospital  undergo- 
ing extensive  construction  program.  Congenial 
medical  staff  will  help  establish.  Write:  Secretary, 
Medical  Staff,  Rockville  General  Hospital,  Rock- 
\ille,  Connecticut  06066. 

INDUSTRIAL  PHYSICIAN  for  leading  South- 
ern Connecticut  manufacturing  plant.  Modern 
medical  facilities  and  equipment;  staff  of  five  nurses 
and  one  assistant  M.D.  Salary  dependent  upon  ex- 
perience and  qualifications.  Excellent  fringe  bene- 
fits, all  medical  society  fees  paid.  Five-day,  40-hour 
week. 

WELL  ESTABLISHED  ORTHOPEDIC  PRAC- 
TICE for  sale;  excellent  equipment;  office  near 
major  Nerv  Haven  hospitals;  complete  files  contain- 
ing case  histories  and  many  legal  liability  matters. 
Gross  $45,000-150,000  yearly. 

WANTED— qualified  family  doctor  to  take  over 
practice  30  minutes  from  Hartford.  No  obstetrics  or 
orthopedics.  Expense-sharing  and  coverage  arrange- 
ments with  M.D.  in  same  office  building.  Nearby 
lab  and  x-ray.  Low  price  for  equipment.  No  charge 
for  goodwill  and  introductions.  Leaving  to  spe- 
cialize. Contact;  Lawrence  S.  Carlton,  M.D.,  64 
Maple  Street,  Collinsville,  Connecticut,  Telephone: 
693-4017. 

G.P.— For  limited  partnership  with  another  G.P. 
with  eventual  takeover  of  entire  practice.  Well 
established  practice  in  a growing  town. 

OPPORTUNITY  exists  at  present  to  take  over 
busy  General  Practice  in  Southern  Connecticut  city. 
General  open  staff  community  hospital  in  area.  Ex- 
cellent professional  rapport  with  local  physicians. 
Transfer  of  records  and  equipment  by  mutual 
agreement. 


Welcome,  New  Members 


New  Haven  County  Medical  Association 

Victor  A.  Altshul,  M.D.,  58  Trumbull  St.,  New 
Haven,  Connecticut  06510 
Millard  J.  Amdur,  M.D.,  Yale-New  Haven  Hospital, 
New  Haven,  Connecticut  06504 
Neil  M.  Barton,  M.D.,  Waterbury  Hospital,  Water- 
bury,  Connecticut  06708 

James  C.  Branch,  M.D.,  Meriden  Hospital,  Meri- 
den, Connecticut  06452 

Frederick  M.  Burkle,  Jr.,  M.D.,  Yale-New  Haven 
Llospital,  New  Haven,  Connecticut  06504 
Desmond  Callan,  M.D.,  789  Howard  Avenue,  New 
Haven,  Connecticut  06504 
Denis  V.  P.  Chastanet,  M.D.,  95  River  Street,  Mil- 
ford, Connecticut  06460 

Henry  T.  Clark,  Jr.,  M.D.,  272  George  Street,  New 
Haven,  Connecticut  06511 
Michael  M.  Conroy,  M.D.,  743  Broad  Street,  Meri- 
den, Connecticut  06450 

Michael  T.  I.  Cronin,  M.D.,  67  Edgehill  Road,  New 
Haven,  Connecticut  06511 
Ralph  J.  DePonte,  M.D.,  123  York  Street,  New 
Haven,  Connecticut  06511 
Adolph  Franz,  II,  M.D.,  140  Green  Road,  Meriden, 
Connecticut  06452 

William  L.  Gates,  Jr.,  M.D.,  144  South  Main  Street, 
Wallingford,  Connecticut  06492 
Alvin  D.  Greenberg,  M.D.,  2 Church  Street  South, 
New  Haven,  Connecticut  06519 
Irving  Guttenberg,  M.D.,  219  West  Main  Street, 
Meriden,  Connecticut  06450 
Thomas  W.  Hansen,  M.D.,  Yale-New  Haven  Hos- 
pital, New  Haven,  Connecticut  06504 
Henry  E.  Helvie,  M.D.,  Waterbury  Hospital,  Water- 
bury, Connecticut  06708 

J.  Michael  Hogan,  M.D.,  47  Cooke  Street,  Water- 
bury, Connecticut  06702 

Charles  R.  Jones,  M.D.,  315  Whitney  Avenue,  New 
Haven,  Connecticut  06511 
Robert  Kinstlinger,  M.D.,  385  Main  Street,  West 
Haven,  Connecticut  06516 
Gustavo  S.  Montana,  M.D.,  789  Howard  Avenue, 
New  Haven,  Connecticut  06504 
Hamp  S.  Pratt,  M.D.,  377  Broad  Street,  Meriden, 
Connecticut  06450 

James  B.  Raybin,  M.D.,  Yale-New  Haven  Hospital, 
New  Haven,  Connecticut  06504 
Walter  P.  Savage,  M.D.,  2 Church  Street  South,  New 
Haven,  Connecticut  06,510 
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Dominic  B.  Schioppo,  M.D.,  1435  Chapel  Street, 
New  Haven,  Connecticut  OhSll 

A.  Herbert  Schwartz,  M.D.,  333  Cedar  Street,  New 
Haven,  Connecticut  (HiSlO 

David  M.  Silverstein,  M.D.,  5 Maple  Avenue,  Derby, 
Connecticut  06418 

Martin  W.  Sklaire,  M.D.,  Wbill  Street,  Madison, 
Connecticut  06443 

Howard  B.  Spey,  M.D.,  Waterhury  Hospital,  Water- 
bury,  Connecticut  06708 

Theodore  L.  Strehan,  M.D.,  1308  Chapel  Street, 
New  Haven,  Connecticut  06511 

Robert  M.  Vogel,  M.D.,  380  Boston  Post  Road, 
Orange,  Connecticut  06477 

New  London  County  Medical  Association 

Clifford  J.  Hackbarth,  M.D.,  Boston  Post  Road, 
Old  Lyme,  Connecticut  06706 

Muzaffer,  Kulahcioglu,  M.D.,  P.  O.  Box  508,  Nor- 
wich, Connecticut  06360 

Dean  Lusted,  M.D.,  W^illiam  W.  Backus  Hospital, 
Norwich,  Connecticut  06360 

Morgan  G.  Martin,  M.D.,  Box  508,  Norwich,  Con- 
necticut 06360 

Middlesex  County  Medical  Association 

Anne  C.  Wollack,  M.D.,  1 Essex  Street,  Deep  River, 
Connecticut  06417 

Tolland  County  Medical  Association 

(ieorge  C.  Erickson,  M.D.,  Lakeview  Heights, 
R.F.D.  #4,  Rockville,  Connecticut  06066 

Robert  Lee,  M.D.,  Johnson  Memorial  Hospital, 
Stafford  Springs,  Connecticut  06076 

Windham  County  Medical  Association 

Carl  G.  Peterson,  Jr.,  M.D.,  150  Mansfield  Avenue, 
Willimantic,  Connecticut  06226 

Litchfield  County  Medical  Association 

James  Mason,  M.D.,  71  Spencer  Street,  Winsted, 
Connecticut  06098 


Do  we  have  your 
ZIP  CODE? 

In  order  to  expedite  sorting  and  delivery,  the 
Post  Office  Department  requests  that  our  Jour- 
nal mailing  carry  the  zip  code. 

Please  he  sure  to  include  your  zip  code 
in  all  address  changes. 


Around  The  State 


184th  Semi-Annual  Meeting 
New  Haven  County  Medical  Association 

The  184th  Semi-Annual  Meeting  of  the  New 
Haven  County  Medical  Association  was  held  at 
Waverly  Inn,  Cheshire,  on  Thursday,  October  25, 
1967.  The  meeting  was  called  to  order  at  3:15  p.m. 
by  the  president.  Dr.  Bernard  A.  Burnham  of 
Waterhury. 

The  necrology  read  by  the  Clerk  mentioned  the 
names  of  eight  members  departed  since  the  annual 
meeting  in  March  of  this  year.  The  members  re- 
mained standing  after  the  names  were  read  for  a 
further  moment  of  respectful  silence. 

We  were  honored  by  the  presence  of  Dr.  E.  Tre- 
maine Bradley,  President  of  the  Connecticut  State 
Medical  Society  and  other  State  Society  officers,  in- 
cluding Dr.  Louis  Nahum,  Editor  of  Connecticut 
Medicine. 

The  usual  full  agenda  of  our  meetings  was  high- 
lighted by  the  report  by  the  Clerk  of  the  Board  of 
Governors  activities,  the  adoption  of  the  Budget 
for  1968  and  the  position  taken  by  the  Board  on 
the  question  of  delinquency  in  attendance  at  meet- 
ings, as  provided  in  the  By-Laws. 

After  election  of  new  members,  the  Nominating 
Committee  was  implemented  by  elections  from  the 
floor  of  six  additional  members,  one  each  from  each 
electoral  district. 

The  meeting  closed  after  the  adoption  of  two 
amendments  which  had  been  placed  on  the  table  at 
a previous  meeting. 

Adjournment  was  at  5:30  p.m.  for  social  hour  and 
dinner. 

Dr.  Edward  R.  Annis,  a national  figure  through 
his  former  presidency  of  the  A.M.A.  and  World 
Medical  Association,  his  many  appearances  on  t.v. 
and  in  the  Halls  of  Congress,  the  latter  to  set  the 
lawmakers  straight  on  matters  pertaining  to  Social 
Security  medicine  and  Medical  Care  for  the  Aged, 
was  our  honored  guest  and  after  dinner  speaker. 

A large  dinner  attendance  was  held  in  rapt  atten- 
tion while  Dr.  Annis  laid  bare  the  background  of 
his  experiences  in  Washington,  the  presently 
awaited  changes  in  Medicare,  suggested  originally 
before  the  passage  of  the  Act,  and  a look  into  the 
future.  Before  closing,  he  admonished  the  profes- 
sion to  become  interested  in  politics,  if  not  through 
personal  efforts,  then  through  co-operation  with 
others  whose  business  is  politics. 

H.  A.  Levin,  m.d..  Clerk 
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MEETINGS 


BASIC  SCIENCE 

Every  Other  Tuesday  7:15  p.m. 

Hematology  Lecture  Series 

Auditorium,  Lawrence  and  Memorial  Hospitals, 
New  London 
Fee,  $100  for  20  Seminars 

Description:  The  Hematology  series  of  courses  in 
Basic  Science  as  Related  to  Clinical  Medicine  is 
coordinated  by  Robert  S.  Schwartz,  M.D.,  Associ- 
ate Professor  Medicine,  Tufts  University  School 
of  Medicine,  and  Chief,  Clinical  Immunology 
Service,  New  England  Medical  Center  Hospitals. 
Postgraduate  credit  from  the  Connecticut  Acad- 
emy of  General  Practice  granted  to  partici- 
pants. 

Program  Director:  Edward  Gipstein,  M.D.,  Director 
of  Medical  Education,  Lawrence  and  Memorial 
Hospitals.  (442-0711  Ext.  361) 

Limited  to  75  registrants 

PSYCHIATRY 

January  10  1:30  p.m. 

Personality  Development  and  Psychopathology 
Kettle  Building,  Norwich  Hospital 
Speaker:  Maurice  E.  Linden,  M.D.,  Director  of 
Mental  Health,  Community  Health  Service, 
Philadelphia 

Contact:  Vincenzo  Cocilovo,  M.D.,  Assistant  Su- 
perintendent, Norwich  Hospital  (889-7361 
Ext.  264) 

January  19  1:30  p.m. 

Sex  Education 

Kettle  Building,  Norwich  Hospital 
Speaker:  William  W.  Zeller,  M.D.,  Director  of  Psy- 
chiatric Education,  Institute  of  Living 
Contact:  Dr.  Cocilovo 
Open  to  all  physicians 

SURGERY 

January  18  5:00  p.m. 

Clinical  Advances  in  Neuroleptanesthesia 
Statler  Hotel,  Hartford 
Connecticut  Society  of  Anesthesiologists 
Speaker:  Guenter  Corssen,  M.D.,  Professor  Anes- 
thesiology, University  of  Michigan  Medical 
School,  Ann  Arbor 

Program  Chairman:  G.  W.  Valentine,  M.D.,  Water- 
bury 


MEDICINE 

January  10  11:00  a.m. 

Gold  Therapy  in  Rheumatoid  Arthritis 
State  Veterans  Home  and  Hospital,  Rocky  Hill 
Contact:  Richard  P.  Johnson,  M.D.,  Chief  of  Medi- 
cine (529-2571) 

Open  to  all  physicians 

January  30  11:00  a.m. 

Kidney  Transplantation 

State  Veterans  Home  and  Hospital,  Rocky  Hill 
Contact:  Dr.  Johnson 
Open  to  all  physicians 

CONTINUING  MEDICAL  EDUCATION 

Yale  University  School  of  Medicine 
Anatomy  201:  Special  Dissection  in  Anatomy 
Course  schedule  and  fee  will  be  arranged 
Anatomy  202:  Demonstration  in  Anatomy 
Course  runs  through  May  28;  fee  $175 
Epidemiology  and  Public  Health  100:  Introduction 
to  Epidiomology 

Designed  for  general  practitioners.  Course  runs 
from  February  20  to  March  14.  No  fee. 

Radiology  304:  Clinical  Laboratory  Application  of 
Radioisotopes 

Course  runs  from  February  29  to  May  16. 

Fee  $150. 

Institute  of  Living 

Course  in  Psychiatry  for  Practicing  Physicians 
First  10-week  course  underway  since  November; 
second  10-week  course  begins  in  April.  No  fee. 

NATIONAL  MEETINGS 

(Consult  the  Journal  of  the  American  Medical 
Association  for  details) 

January  18-20 

National  Conference  on  Community  and  Emer- 
gency Medical  Services 
Hilton  Hotel,  San  Francisco 
January  19-20 

American  Rheumatism  Association 
Sheraton-Belvedere,  Baltimore 
January  20-25 

American  Acadenmy  of  Orthopaedic  Surgeons 
Palmer  House,  Chicago 
January  29-31 

Society  of  Thoracic  Surgeons 
Roosevelt  Hotel,  New  Orleans 
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WOMAN’S  AUXILIARY 


President-Elect 

Mrs.  Clarence  Harwood,  Middletown 

First  Vice-President 
Mrs.  Ainerico  Longo,  Portland 

Second  Vice-President 
Mrs.  Edward  P.  Allen,  Orange 


President 

Mrs.  Anthony  P.  Cipriano,  Hamden 


Recording  Secretary 
Mrs.  Nicholas  Creaturo,  Trumbull 

Corresponding  Secretary 
Mrs.  Jacques  H.  Green,  North  Haven 

Treasurer 

Mrs.  James  Jones,  Danielson 


HISTORY  OF  THE  LEGISLATION  COMMITTEE 


In  1922  the  Woman’s  Auxiliary  to  the  American 
Medical  Association  was  organized.  In  1923  the 
first  three  committees  were  appointed:  constitution, 
nomination,  and  policies.  In  1924,  legislation  w^as 
added  along  with  edtication,  finance,  and  enter- 
tainment. In  1926  the  legislation  committee  was 
changed  to  Public  Relations  “and  this  because  the 
auxiliary  wishes  to  emphasize  that  it  is  against  the 
participation  of  the  members  in  legislative  work”. 

In  1929  the  A.M.A.  recommended  that  a Legis- 
lative Committee  be  retained.  It  might  function  to 
influence  non-medical  legislation  concerning  wom- 
en. “You  have  been  asked  to  inform  yourself  about 
bills  before  Congress  affecting  the  medical  profes- 
sion—this  is  for  education— under  no  circumstances 
is  the  National  Auxiliary  to  participate  in  any 
political  situations.” 

But  suddenly  in  1935,  state  medicine  and  com- 
pulsory health  insurance  became  the  topic  on  every 
tongue.  The  A.M.A.  House  of  Delegates  made  its 
second  request  of  the  Auxiliary,  and  we  were  asked 
to  help  alert  both  our  members  and  the  public  to 
the  hazards  of  some  of  the  current  medical  legisla- 
tion. (1945). 

In  1938,  a plan  of  work  was  submitted  to  the 
Board  after  repeated  suggestions  from  the  A.M.A. 
president: 

1.  Have  study  groups  concerned  with  the  present 
social  and  economic  movements  affecting  tlie 
practice  of  medicine. 

2.  Request  members  to  register  and  vote.  “It  may 
be  that  in  the  near  future  every  physician’s 
wife  will  be  a registered  voter.” 

From  1935  to  1965  the  Auxiliary  took  an  active 
part  in  the  American  Medical  Association’s  efforts 
to  defeat  legislation  such  as  the  Murray,  Wagner, 
Dingall,  Forand,  and  King-Anderson  type  bills. 
"W’ith  the  enactment  of  P.L.  89-97,  Medicare,  tve  re- 
turnctl  oui  focus  of  attention  to  other  health  le'ds- 

O 


lation  in  which  we  had  formerly  spent  much  time 
and  attention. 

Many  state  auxiliaries  have  been  given  credit 
for  materially  assisting  bringing  about  the  enact- 
ment of  basic  science  laws,  in  defeating  laws  which 
woidd  jeopardize  the  public  health  by  allowing 
charlatans  and  quacks  to  engage  in  the  art  of  heal- 
ing, and  in  preventing  the  passage  of  anti-vivisec- 
tion bills.  Auxiliaries  have  been  encouraged  to  work 
constructively  and  effectively  for  the  passage  of 
legislation  that  is  designed  to  improve  the  public 
health. 

Since  1957  the  auxiliary  legislation  chairman  had 
been  invited  to  every  meeting  of  the  Council  on 
Legislative  Activities  and  participates  in  the  dis- 
cussion of  all  bills  concerning  health  which  are 
introduced  in  Congress. 

From  the  1938  hope  that  every  physician’s  wife 
would  be  a registered  voter,  to  the  present  day  ac- 
tive participation  in  politics  by  Auxiliary  members, 
is  a long  way.  We  have  come  to  realize  that  the 
election  of  good  legislators  will  mean  good  legisla- 
tion, and  we  are  continuing  our  fight  for  the  preser- 
vation of  our  freedoms. 

Legislation 

The  overall  program  of  the  Committee  on  Legis- 
lation is  a continuous  process.  The  more  you  work 
in  it,  the  more  interested  you  become,  and  the  more 
valuable  you  become.  The  objectives  do  not  change: 

1.  To  assist  the  medical  profession  in  the  pro- 
motion of  national  and  state  legislation  that 
will  allow  the  continuation  of  quality  medical 
care  for  all  people. 

2.  To  inform  auxiliary  members  and  the  public 
of  the  position  taken  on  legislative  matters  by 
the  medical  profession. 

3.  To  assist  the  American  Medical  Association 
and  the  State  Societies  whenever  requested. 
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THERE’S  A 
FORMULATION 
FOR  EVERT 
GOUOHINfl  NEED 

All  the  Robitussins  contain  glyceryl 
guaiacolate,  the  outstanding  expectorant  agent 
that  greatly  increases  the  output  of  lower 
respiratory  tract  fluid.  Increased  RTF  volume 
exerts  a demulcent  effect  on  the 
tracheo-bronchial  mucosa,  promotes  ciliary 
action,  and  makes  thick,  inspissated  mucus 
less  viscid  and  easier  to  raise. 


For  coughs  of  colds  and  "flu" 

ROBITUSSIN® 

Each  5 cc.  contains; 

Glyceryl  guaiacolate 100  mg. 

Alcohol,  3.5% 

For  unproductive  allergic  coughs 


ROBITUSSIN®  A-C 

Each  5 cc.  contains: 

Glyceryl  guaiacolate 100  mg. 

Pheniramine  maleate 7.5  mg. 

Codeine  phosphate 10.0  mg. 


(warning;  may  be  habit  forming) 

Alcohol,  3.5% 

Non-narcotic  for  6-8  hour  cough  control 


ROBITUSSIN®-DM 

Each  5 cc.  contains; 

Glyceryl  guaiacolate 100  mg. 

Dextromethorphan  hydrobromide  . 15.0  mg. 

Alcohol,  1.4% 


New!  Clears  sinuses  and  nasal 
stuffiness  as  it  relieves  cough 
ROBITUSSIN®-PE 
Each  5 cc.  contains: 

Glyceryl  guaiacolate 100  mg. 

Phenylephrine  hydrochloride  . . . 10.0  mg. 

Alcohol,  1.4% 


ROBITUSSIN 

ROBITUSSIN  A-C 

ROBITUSSIN-DM 

ROBITUSSIN-PE 

EXPECTORANT 

• 

• 

• 

• 

DEMULCENT 

• 

• 

• 

• 

COUGH  SUPPRESSANT 

• 

• 

ANTIHISTAMINE 

• 

LONG-ACTING  (6-8  HOURS) 

• 

NASAL,  SINUS  DECONGESTANT 

• 

A.  H.  Robins  Company,  Richmond,  Va.  23220 
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Keep  inlormecl  on  legislative  matters  which  con- 
cern medical  practice,  health  and  welfare,  and 
community  problems  by  reading  the  daily  papers 
and  medical  publications  such  as  Legislative  Round- 
up and  A.Af.A.  News.  Review',  comment  and 
inform  the  auxiliary  and  the  public  on  health 
legislation  by  reports  at  your  meetings,  and  articles 
in  your  publications.  Take  an  active  part  and  par- 
ticipating voice  in  the  affairs  and  future  of  the 
health  of  our  communities. 

Take  an  active  stand  on  legislative  measures 
when  retjuested  by  the  A.M.A.  When  action  is  re- 
quested, promptness  is  essential.  Consult  your  medi- 
cal society  and  study  with  them  any  state  legislation 
needed  to  improve  health  care,  and  interpret  the 
resulting  laws  to  the  public. 

Become  more  active  and  knowledgeable  political- 
ly. The  election  of  good  legislators  assures  good 
legislation.  Visit  Congress  and  your  state  legislature 
during  the  time  that  they  are  in  session  to  become 
acquainted  with  the  members  and  procedure. 

Consider  teaching  the  techniques  of  debate  and 
argumentation  at  your  meetings  or  in  special  ses- 
sions to  improve  your  art  of  public  speaking,  not 
just  on  the  platform,  but  in  daily  conversation,  so 
our  stand  is  clearly  understood. 

Good  legislation  on  all  levels  is  an  individual 
responsibility.  The  preservation  of  our  liberties  and 
individual  rights  will  remain  ours  only  as  long  as 
we  continue  to  work  to  keep  them.  Our  children 
will  one  day  inherit  the  results  of  our  efforts. 

Woman’s  Auxiliary  A.M.A. 

Member  Orientation  Manual 


SPEECH  INSTRUMENTS:  We  are  the  sole 
distributors  in  Connecticut  for  the  Cooper- 
Rand  and  the  Aurex  artificial  larynx  speech 
instruments. 

PROFESSIONAL  HEARING  AIDS  SERVICE 
located  at  699  Main  Street  in  HARTFORD 
(on  the  street  floor;  facing  Travelers  Insur- 
ance Co.) 

CALL  525-2131 

Information  Mailed  on  Request- 
No  Agents  Or  Solicitors 


BOOKS  RECEIVED 


Books  received  for  review  are  ackuotvledged  in  this 
department  and  such  acknowledgement  must  be  re- 
garded as  a sufficient  return  for  the  courtesy  of  the 
sender.  Selection  will  be  made  for  review  in  the 
interests  of  our  readers  and  as  space  permits. 

Synopsis  of  Gynecology,  7th  Edition.  Edited  by  Daniel  Wins- 
ton Beacham,  M.D.  and  Woodard  Davis  Beacham,  M.D.  Tlie 
C.  V.  Mosby  Company,  St.  Louis,  Missouri,  1967.  105  figures 
and  1 color  plate,  384  pp.  $8.50. 

The  Human  Adrenal  Cortex:  its  Function  throughout  Life. 
Ciba  Foundation  Study  Group  No.  27.  Edited  by  G.  E.  W. 
Wolstenholme  and  Ruth  Porter.  I.ittle,  Brown  and  Company, 
Boston,  1967.  146  pp.  with  26  illustrations. 


Antilymphocytic  Serum.  Ciba  Foundation  Study  Group  No. 
29.  Edited  by  G.  E.  W.  Wolstenholme,  O.B.E.,  M.A.,  F.R.C.P., 
F. I. Biol,  and  Maeve  O’Connor,  B.A.  Little,  Brown  and  Com- 
pany, Boston,  1967.  165  pp.  with  37  illustrations. 


Myotatic,  Kinesthetic  and  Vestibular  Mechanisms.  Ciba 
Foundation  Symposium.  Edited  by  A.  V.  S.  de  Reuck  and 
Julie  Knigbt.  Little,  Brown  and  Company,  Boston,  1967. 
331  pp.  $13.50. 


Drug  Responses  In  Man.  A Ciba  Foundation  Volume.  Edited 
by  Gordon  Wolstenholme  and  Ruth  Porter.  Little,  Brown 
and  Company,  1967.  257  pp.  $13.00. 


Doctor's  Office 


Bennett  Barton,  M.D.  and  William  N.  Hill,  Jr., 
M.D.,  announce  their  association  for  the  practice 
of  obstetrics  and  gynecology  at  657  Enfield  Street, 
Thompsonville. 

Paul  K.  Maloney,  Jr.,  M.D.,  announces  his  as- 
sociation with  R.  Glen  Wiggans,  M.D.  and  Michael 
G.  Tager,  M.D.  for  the  practice  of  urology  at  12 
Elmcrest  Terrace,  Norwalk. 

William  E.  Quigley,  M.D.,  announces  the  open- 
ing of  an  office  for  the  practice  of  surgery  at  29 
Central  Avenue,  Waterbury. 

Ruth  Smolen,  M.D.,  announces  the  opening  of 
an  office  for  the  practice  of  child  psychiatry  at  1177 
Post  Road,  Eairfield. 

Herbert  J.  Werner,  M.D.,  announces  the  opening 
of  an  office  for  the  practice  of  pediatrics  at  41 
Jerome  Avenue,  Bloomfield. 

Edward  J.  Zyla,  M.D.,  announces  the  opening  of 
an  office  for  the  practice  of  general  surgery  at  57 
Union  Street,  Rockville. 
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OBITUARIES 


Martha  Louise  Clifford!,  M.D. 
1909-1967 

Dr.  Martha  Louise  Clifford  passed  away  at  Hart- 
ford Hospital  on  October  1st  from  chronic  lym- 
phoma. 


Born  July  21,  1909  in  Denver,  Colorado,  the 
daughter  of  William  Harvey  Clifford  and  Martha 
Hoag  Clifford,  she  was  educated  in  the  public 
schools  of  her  birthplace,  receiving  her  A.B.  degree 
from  the  University  of  Colorado  cum  laude  in  1930 
and  graduating  from  the  University  of  Colorado 
School  of  Medicine  in  1933.  Internship  at  the  State 
University  of  Iowa  Hospitals  in  Iowa  City  began 
her  trek  north  and  east.  She  attended  Johns  Hop- 
kins School  of  Hygiene  and  Public  Health  from 
which  she  received  her  M.P.H.  degree  in  1935  and 
went  from  there  to  her  first  position  as  Assistant  in 
the  Child  Development  Study  at  Harvard  School 
of  Public  Health. 

Joining  the  staff  of  the  Connecticut  State  Depart- 
ment of  Health  as  a Public  Health  Physician  in 
1936,  Dr.  Clifford  in  July  of  that  year  was  appointed 
Assistant  Director  of  the  Bureau  of  Maternal  and 
Child  Hygiene  and  in  1937  became  its  Director,  a 
position  which  she  held  until  1951,  then  becoming 
Director  of  the  Community  Health  Division  of  the 
State  Department  of  Health. 

As  a member  of  the  Hartford  County  and  the 
Connecticut  State  Medical  Society,  starting  in  1937, 
Dr.  Clifford  served  various  professional  committees 
and  groups  including  the  Committee  on  Perinatal 
Morbidity  and  Mortality,  Advisory  Committee  on 


Nutrition  to  the  Committee  on  Public  Health  and 
the  Advisory  Committee  on  School  Health  to  the 
Committee  on  Public  Health.  She  held  continuing 
membership  in  the  Hezekiah  Beardsley  Pediatric 
Club  from  the  time  of  her  joining  the  Connecticut 
State  Medical  Society  and  was  a charter  member  of 
the  Connecticut  Academy  of  Preventive  Medicine 
and  Public  Health  as  well  as  being  a member  of 
the  Connecticut  Chapter,  American  Academy  of 
Pediatrics  and  the  Connecticut  Nutrition  Council. 

In  addition  to  her  service  to  Connecticut  medical 
groups.  Dr.  Clifford  took  an  active  part  in  such  or- 
ganizations as  the  American  Academy  of  Pediatrics, 
American  Association  of  Public  Health  Physicians, 
.American  College  of  Preventive  Medicine  and 
American  Public  Health  Association.  In  the  latter 
organization  she  held  no  less  than  twenty-two  ap- 
pointive and  elective  positions  including  being 
chairman  of  the  Maternal  and  Child  Health  Section 
and  a member  of  the  Governing  Council  of  the  or- 
ganization. Holding  an  appointment  as  lecturer  in 
the  Department  of  Public  Health  and  Epidemiol- 
ogy at  Yale,  she  was  also  active  in  the  Association 
of  State  Maternal  and  Child  Health  and  Crippled 
Children’s  Directors  including  serving  as  its  presi- 
dent and  in  the  Association  of  Teachers  of  Pre- 
ventive Medicine  and  the  National  Congress  of 
Parents  and  Teachers.  One  of  the  most  gratifying 
achievements  in  her  life  occurred  on  December  4, 
1963  when  the  Connecticut  Public  Health  Associa- 
tion of  which  she  had  been  president  awarded  her 
the  C.E.A.  Winslow  Award  considered  to  be  Con- 
necticut’s highest  distinction  that  can  come  to  a 
public  health  worker. 

More  than  twenty-five  scientific  publications  at- 
test to  Dr.  Clifford’s  tangible  contributions  to 
scientific  knowledge  and  her  fellowmen.  Accom- 
plishments with  which  she  was  directly  associated  in 
her  professional  life  included  the  adoption  of  the 
sanitary  code  regulation  for  child  day  care  centers, 
the  expansion  of  dental  health  clinics,  the  develop- 
ment of  a rheumatic  fever  and  heart  disease  control 
program,  the  establishment  of  a hearing  testing 
program  for  preschool  children,  the  licensing  of 
maternity  hospitals  and  the  administration  of  the 
EMIC  program.  In  April,  1966,  more  than  two 
hundred  of  her  colleagues  gathered  to  celebrate 
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with  her  her  thirtieth  anniversary  of  work  with  the 
Connecticut  State  Department  of  Health. 

In  other  areas  membership  in  the  American  As- 
sociation of  University  W^omen,  Zonta  Interna- 
tional and  work  with  the  Connecticut  Council  of 
Chinches,  Business  and  Professional  VV^omen’s  Chib 
and  Young  \Vomen’s  Christian  Association  earned 
her  friends  as  well  as  reflected  her  lifelong  interest 
in  the  health  and  welfare  of  mothers  and  children. 

(heerfid,  dignified  and  sincere  person  whose 
simple  life  and  work  brought  distinction  to  herself 
through  her  iledication  to  the  high  ideals  of  medi- 
cine in  public  health.  Dr.  Clifford  will  be  missed  by 
her  colleagues  in  Connecticut  and  public  health 
workers  throughout  the  country. 

Haroi.d  S.  Barrett,  m.d. 

Roy  Lathen  Leak,  M.D. 

1875  - 1967 

Dr.  Roy  Lathen  Leak,  92,  of  West  Hartford,  re- 
tired superintendent  of  the  Connecticut  State  Hos- 
pital in  Middletown,  died  on  September  20,  1967 
in  Bainbridge,  N.  Y.  while  enroute  home  from  a 
short  vacation  in  his  boyhood  home  of  Chatham, 
Ontario. 


He  was  born  in  Ontario,  Canada  and  came  to  the 
United  States  in  1875  and  settled  in  Watertown, 
N.  Y.  He  moved  to  West  Hartford  in  1944,  where 
he  lived  until  his  death.  He  was  a graduate  of  the 
Watertown  High  School  and  the  Albany  Medical 
College,  class  of  1898. 

Dr.  Leak  began  his  practice  in  Watertown  in 
November,  1898,  and  entered  the  State  Hospital 
service  at  Ogdensburg,  N.  Y.  where  he  practiced 
surgery  until  he  left  in  1911  to  join  the  Matteawan 
State  Hospital  in  New  York. 


In  1913  he  set  up  practice  in  Syracuse,  N.  Y.  and 
was  in  charge  of  the  Syracuse  Psychiatric  Hospital. 
He  was  a noted  lecturer  on  medical-legal  juris- 
prudence in  the  Syracuse  Law  School.  He  was  also 
a New  York  State  Medical  examiner.  In  1917  he 
went  to  Columbia,  S.  C.,  as  medical  director  of  the 
state  hospital.  During  1917  and  1918  he  served  as 
psychiatrist  on  the  South  Carolina  State  Medical 
Board.  In  August,  1918,  Dr.  Leak  was  appointed 
assistant  superintendent  of  the  State  Hospital  at 
Middletown,  Connecticut,  now  known  as  the  Con- 
necticut \billey  Hospital.  In  July  1921  he  became 
acting  superintendent  and  then  superintendent  of 
that  hospital  from  1922  to  1944,  when  he  retired. 

Dr.  Leak  has  been  clinical  professor  of  psychiatry 
at  Yale  University,  now  emeritus,  consultant  at 
Fairfield  State  Hospital,  consulting  psychiatrist  at 
the  Veterans  Facility  in  Newington  and  at  Hart- 
ford Hospital. 

He  ivas  a Fellow  of  the  American  College  of 
Physicians  and  a Diplomate  of  the  American  Board 
of  Psychiatry  and  Neurology;  past  president  of  the 
Connecticut  State  Medical  Society;  Middlesex 
County  Medical  Society;  a member  of  the  American 
Psychiatric  Association;  founder  and  past  president 
of  the  Connecticut  Society  of  Psychiatry.  He  was 
also  a member  of  the  New  England  Psychiatric  As- 
sociation; the  National  Committee  for  Mental  Hy- 
giene; Connecticut  State  and  National  Hospital 
Associations,  and  the  American  Medical  Associa- 
tion. 

Dr.  Leak  leaves  two  daughters.  Miss  B.  Louise 
and  Miss  Virginia  Merle  Leak  and  several  nieces 
and  nephews. 

Dr.  Leak  had  a long  and  distinguished  record  in 
psychiatry.  He  was  a firm  believer  in  the  early  and 
preventative  treatment  of  the  mentally  disturbed; 
he  advocated  separate  hospitals  for  the  treatment  of 
the  aged.  Not  only  was  he  a distinguished  psychi- 
atrist and  a superior  administrator,  he  was  also  a 
loyal  and  true  friend.  To  adequately  handle  the 
variety  of  responsibilities  which  he  assumed  and 
enjoyed  required  an  unusual  combination  of  talents 
and  one  of  these  was  devoted  to  making  and  keep- 
ing friends. 

Finally,  one  of  the  traits  I remember  best  was  his 
consistent  modesty;  he  never  pursued  the  spotlight. 
He  was  a quiet  but  persuasive  source  of  inspiration 
to  those  he  supervised  and  to  many  others. 

Daniel  P.  Griffin,  m.d. 
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In  Memoriam 


Findorak,  Francis  G.  — Bridgeport,  Georgetown 
University  School  of  Medicine,  1932.  Dr.  Findorak 
had  been  engaged  in  dermatology  and  syphilology 
in  Bridgeport  for  over  15  years.  During  World  War 
II,  he  was  a Captain  in  the  Medical  Corps.  Dr. 
Findorak  Tvas  associated  with  the  Bridgeport  and 
St.  Vincent’s  Hospitals.  He  was  a member  of  the 
Fairfield  County  Medical  Association,  the  Connecti- 
cut State  Medical  Society,  and  the  New  England 
Dermatology  Society.  Dr.  Findorak  died  November 
6,  at  the  age  of  61. 

Hymovich,  Leo  — Stamford,  Jefferson  Medical 
School,  1929.  Dr.  Hymovich  was  a practicing  sur- 
geon in  the  Stamford  area  for  over  30  years.  During 
\VMrld  War  II,  he  served  in  the  Medical  Corps  in 
the  United  States  Army.  Dr.  Hymovich  was  past 
president  of  the  Stamford  Medical  Society  and 
member  emeritus  of  the  staffs  of  Stamford  and  St. 
Joseph’s  Hospital.  He  was  director  of  the  medical 
board  of  the  Rehabilitation  Center  and  director  of 
the  Industrial  Aledical  Association.  He  was  a mem- 
ber of  the  Stamford  Medical  Society,  the  Fairheld 
County  Medical  Association,  the  Connecticut  State 
Medical  Society,  and  the  American  Medical  As- 
sociation. Dr.  Hymovich  died  October  22  at  the  age 
of  63. 

Mastrony,  Paul  C.— Bridgeport;  Catholic  Univer- 
sity of  Louvain  Medical  School,  1959.  Dr.  Mastrony 
was  a physiatrist  and  director  of  the  Department  of 
Physical  Medicine  at  St.  Joseph’s  Hospital,  Stam- 
ford. He  was  a U.S.  Army  Veteran  of  World  War 
II.  He  was  a member  of  the  Stamford  Medical  So- 
ciety, the  Fairfield  County  Medical  Association,  the 
Connecticut  State  Medical  Society,  and  the  Ameri- 
can Medical  Association.  Dr.  Mastrony  died  August 
26,  at  the  age  of  40. 

Starrett,  Jay  E.— Stamford;  Tufts  Medical  College, 
1930.  Dr.  Starrett  was  a urology  specialist  in  Stam- 
ford for  the  past  35  years  and  was  associated  with 
the  Stamford  and  St.  Joseph’s  Hospitals.  From  1942 
to  1946  Dr.  Starrett  was  a lieutenant  colonel  in  the 
Air  Force.  He  was  a past  director  of  the  Stamford 
Hospital’s  Department  of  Urology,  and  past  presi- 
dent of  the  Stamford  Medical  Society  and  the 
Stamford  Hospital  medical  staff.  He  was  a member 
of  the  Stamford  Medical  Society,  the  Fairfield 
County  Medical  Association,  the  Connecticut  State 


Medical  Society,  the  American  Medical  Association, 
and  the  Connecticut  State  Urological  Association. 
Dr.  Starrett  died  October  16,  at  the  age  of  63. 


News  From  Yale  University 
School  Of  Medicine 

•Announcement  of  a new  organization,  the  Medi- 
cal Center  Housing  and  Community  Development 
Corporation,  was  made  recently  in  a joint  state- 
ment by  Charles  H.  Costello,  President  of  the  Yale- 
New  Haven  Hospital,  and  Dr.  F.  C.  Redlich,  Dean 
of  the  Yale  School  of  Medicine. 

Edward  S.  Gruson  of  Boston,  an  urban  planner, 
has  been  named  President  of  the  new  corporation. 
Mr.  Gruson’s  experience  includes  planning  for 
health  services  and  facilities  in  Boston  and  Mound 
Bayou,  Alississippi,  as  well  as  for  housing  in  Puerto 
Rico. 

The  objectives  of  the  corporation  are  to  plan  for 
and  develop  housing  and  community  facilities  re- 
lated both  to  the  needs  of  the  Medical  Center  and 
to  the  interests  of  the  community  as  a whole.  To 
achieve  these  objectives,  the  corporation  will  strive 
to  integrate  its  activities  with  those  generated  in 
the  Hill  neighborhood  as  well  as  with  the  work 
l)eing  undertaken  in  that  area  by  public  and  private 
agencies. 

The  decision  to  establish  the  new  corporation  re- 
flects the  Medical  Center’s  commitment  to  cooperate 
in  the  renewal  of  the  neighborhood  in  which  it  is 
located,  according  to  Mr.  Costello  and  Dean  Red- 
lich. “Planning  for  the  future  development  of  the 
Medical  Center  must  be  carefully  coordinated  with 
many  other  developments  occurring  in  the  Hill 
area,’’  the  joint  statement  said.  “The  new  corpora- 
tion will  provide  the  means  for  the  Medical  Center 
to  work  closely  with  the  City  and  with  neighbor- 
hood groups  in  planning  for  the  anticipated  model 
neighborhood  program  in  the  Hill.” 

* * * * 

Yale  University  recently  announced  preliminary 
plans  for  a new  $7  million  research  tower  for  sur- 
gery, obstetrics  and  gynecology  at  the  Yale-New 
Haven  Medical  Center. 

Tentative  plan  call  for  a start  on  construction  of 
the  Laboratory  of  Surgery,  Obstetrics  and  Gynecol- 
ogy in  the  latter  half  of  next  year  and  for  comple- 
tion of  the  building  in  about  two  years.  Private  and 
public  financing  is  expected  to  provide  the  necessary 
funds,  according  to  Dr.  F.  C.  Redlich,  Dean  of  the 
Yale  School  of  Medicine. 
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NEW  BOOKS  IN  REVIEW 


iS’EW  DRUGS.  1967  Edition.  Evaluated  by  A.M.A.  Coun- 
cil On  Drugs.  American  Medical  Association,  Chicago, 
1967.  390  pp. 

Reviewed  by:  LOUIS  H.  NAHUM 
New  Drugs  contains  fifty  one  chapters  with  an  appendix, 
index  and  calculation  of  drug  dosage  for  children.  The 
chapters  are  organized  primarily  on  the  basis  of  major 
therapeutic  use  of  the  new  drugs  described.  Each  of  these 
therapeutically  oriented  chapters  describes  briefly  the  rela- 
tionship of  newer  to  older  drugs  and  incorporates  the  es- 
sential information  the  practitioner  needs.  The  information 
includes  the  generic,  chemical  and  trade  names,  actions  and 
uses,  indications,  and  contraindications,  adverse  reactions, 
dosage,  preparations  and  suppliers. 

Because  the  book  covers  virtually  all  single  entity  pre- 
scription drugs  which  have  been  introduced  over  the  past 
ten  years,  it  becomes  a concise  therapeutically  organized 
compendium  of  the  major  useful  single  entity  drugs  to  which 
the  physician  has  access  where  possible  valid  comparisons 
are  made  between  the  available  therapeutic  agents.  The  avail- 
able therapeutic  uses  of  drugs  discussed  is  indexed,  and  the 
drugs  themselves  are  indexed  by  both  their  non-proprietory 
and  trade  names. 

The  book  is  extremely  useful  to  the  practicing  physician 
because  it  is  an  authoritative  product  of  many  celebrated 
consultants.  Unresolved  areas  though  minimal  are  resolved 
by  a referee  selected  from  the  Council  on  Drugs  membership. 
Thus  the  monograph  is  a distillation  of  practically  all  pub- 
lished and  unpublished  data. 

In  the  area  of  drug  evaluation  we  know  of  no  other  parallel 
effort  which  has  at  its  disposal  both  manufacturer's  and  re- 
search resources  and  uses  them  so  fully  in  order  to  insure 
authoritativeness  and  completeness  of  the  drug  informa- 
tion provided  in  New  Drugs.  It  is  being  published  and 
distributed  by  the  A.M.A.  to  lower  cost  and  promote  wide  dis- 
tribution to  the  medical  profession.  It  is  an  entirely  new  book 
invaluable  to  the  practicing  physician.  The  unanticipated 
extent  of  the  “drug  explosion”  has  made  this  book  a must 
for  each  member  of  the  medical  profession  and  much  para- 
medical personnel. 

INFANT  NUTRITION.  Edited  by  Samuel  J.  Fomon,  M.D. 
W.  B.  Saunders  Company,  Philadelphia  and  London, 
1967,  299  pp.  Illustrated,  $10.50. 

Reviewed  by:  JOYCE  GRYBOSKI 
This  monograph,  well  written  and  well  documented,  is  to 
be  recommended  to  the  physician  interested  in  growth  and 
nutrition,  and  their  associated  problems.  It  is  in  large  part  a 
reference  text  rather  than  one  to  be  read  and  digested  within 
several  evenings.  An  early  chapter,  “Normal  growth  and  fail- 
ure to  thrive”  stresses  the  interesting  concept  of  incremental 
growth,  i.e.  the  average  daily  gain  over  a period  of  time  as 
being  more  sensitive  than  the  standard  growth  charts  in  which 
a particular  infant  may  be  expected  to  progress  along  a 
specified  growth  channel. 

The  digestion  and  absorption  of  carbohydrates,  fats  and 
proteins  are  discussed  rather  Iniclly  and  superficially,  al- 
though considerable  attention  is  given  to  their  nutritional 


requirements.  .Sugar  absorption  is  discussed  in  most  detail 
with  some  reference  to  the  disaccharidase  deficiencies  and  lac- 
tose or  sucrose  intolerances.  Monosaccharide  malabsorption,  a 
more  recent  entity  is  not  included.  Excellent  tables  are  pro- 
vided which  include  the  protein,  fat  and  sugar  compositions 
of  the  usually  available  infant  formulas  and  foods. 

Vitamin  and  mineral  requirements  are  presented  and  most 
a-re  discussed  briefly  superficially,  with  attention  to  any 
clinical  manifestations  of  deficiencies  only  for  the  major 
vitamins  and  minerals.  Iron  deficiency  anemia,  and  calcium: 
phosphorous  ratios  of  the  various  formulas  are  presented 
in  detail.  Tables  of  potential  renal  solute  load  from  ingested 
formulas  or  infant  food  are  invaluable  for  those  dealing  with 
any  patient  who  has  impaired  renal  function. 

In  later  chapters,  the  antigenicity  of  milk  proteins  in  the 
various  formulas  is  discussed  and  complete  components  of 
nearly  all  of  the  commercial  formulas  are  provided.  An  ex- 
cellent chapter  lists  the  soy  substituted  formular  and  the  non- 
soy milk  free  formulas,  valuable  for  the  treatment  of  milk 
protein  allergy,  lactose  intolerance  and  some  of  the  meta- 
bolic disorders.  A table  is  presented  listing  the  hereditary 
metabolic  diseases  and  their  known  therapeutic  management. 
Several  references  are  listed  for  each  disorder. 

In  general,  the  book  is  to  be  highly  recommended  as  a 
reference  text.  At  times  is  seems  overweighted  with  tables,  but 
many  of  these  same  tables  compile  data  in  an  easily  accessible 
form  which  may  save  hours  of  research  for  the  reader.  This 
reviewer  would  have  enjoyed  in  addition,  some  discussion 
of  infant  malnutrition,  its  associated  metabolic  disorders  and 
its  therapy. 

RESPIRATORY  PHYSIOLOGY.  Edited  by  N.  Balfour 
Slonim,  M.D.,  Ph.D,  and  John  L.  Chapin,  Ph.D,  The 
C.  V,  Mosby  Company,  St.  Louis,  1967.  199  pp.  $8.75, 
Reviewed  by:  LOULS  H.  NAHUM 
The  material  in  this  book  is  derived  from  experience  gained 
both  in  teaching  physiology  and  practicing  medicine  and  is 
aimed  at  the  medical  student  but  will  prove  of  value  to  the 
physiologist,  environmental  scientist,  physician  and  even 
certain  paramedical  personnel. 

There  is  present  material  on  the  respiratory  aspects  of  pH., 
homeostasis,  responses  to  unusual  environments  and  special 
atmospheres  and  clinical  evaluation  of  pulmonary  function. 
There  are  some  illustrations  of  electron  micrographs  of 
healthy  human  lungs.  The  mathematics  is  not  too  difficult 
for  the  student  to  understand  and  since  it  is  the  language  of 
science  and  therefore  of  physiology,  it  lends  itself  to  the  kind 
of  objective  and  precise  expression  which  is  necessary  to 
clarify  fundamental  concepts  in  respiration. 

There  are  twelve  chapters,  an  appendix  with  values  needed 
in  physics  and  chemistry  of  respiration,  some  questions  and 
problems,  an  excellent  glossary  of  terms  and  selective  refer- 
ences at  the  end  of  the  book.  The  book  is  beautifully  printed, 
the  illustrations  are  clear  and  pleasing  to  view.  Only  one 
misplaced  decimal  point  was  found  in  the  whole  book  and 
this  was  tbe  atomic  weight  of  zinc  which  should  read  66.5. 

The  book  is  recommended  as  an  excellent  volume  for  stu- 
dents in  physiology,  for  cardio  respiratory  fellows  and  the 
studious  physician. 
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Transfusion  of  Blood  Components 

Transfusion  of  whole  blood  is  generally  needed 
only  in  hemorrhage  severe  enough  to  cause  shock 
and  anoxemia.  More  often,  the  patient  needs  cer- 
tain blood  components,  not  whole  blood,  and  it  is 
generally  more  economical  and  safer  to  administer 
those  specific  components.  This  special  issue  of 
d'he  Medical  Letter  describes  the  various  compo- 
nents and  lists  the  indications  for  which  each  is 
jjreferred  or  for  which  it  provides  an  alternative 
therapy. 

In  many  centers  blood  is  collected  by  closed- 
system  methods  using  sterile  plastic  tubing  and 
bags,  and  is  then  separated  by  differential  centrifu- 
gation into  such  components  as  red  blood  cells, 
platelets,  antihemophilic  factor  (AHF)  and  plasma. 
Plasma  itself  can  be  used  to  supply  stable  clotting 
factors,  or  it  can  be  further  fractionated  to  yield 
fibrinogen,  albtnnin,  and  gamma  globulin.  As  ex- 
amples of  the  use  of  components,  a patient  with 
severe  anemia  due  to  hemorrhage  can  be  given  red 
cells;  one  with  thrombocytopenia,  platelets;  one 
with  classical  hemophilia,  AHF-rich  cryoprecipi- 
tate;  and  one  with  deficiency  of  a stable  clotting 
factor,  stored  plasma. 

PACKED  RED  CELLS  — Packed  red  blood  cells 
can  be  used  in  any  severe  anemia  due  to  hemorrhage 
which  does  not  require  restoration  of  blood  volume. 
It  has  been  estimated  that  80  to  90  per  cent  of 
transfusions  can  be  given  as  packed  red  cells  (J.  M. 
Vogel  and  P.  Vogel,  Anesthesiology,  27:303,  I960). 
The  use  of  packed  red  cells  instead  of  whole  blood 
reduces  the  danger  of  circulatory  overload  by  de- 
creasing the  amount  of  plasma  colloid  and  sodium 
infused;  it  also  reduces  the  quantity  of  potentially 
harmftd  isoagglutinins  and  minimizes  reactions  re- 
sulting from  the  presence  of  food  or  drug  allergens 
in  the  blood,  as  well  as  reactions  which  may  be 
caused  by  leukocytes  and  platelets. 

LEUKOCYTE-  and  PLATELET-POOR  RED 
CELLS  — The  incidence  of  reactions  which  may 
be  due  to  leukocytes  and  platelets  can  be  reduced 
by  removing  from  the  blood  or  packed  red  cells  the 
buffy  coat  and  the  supernatant  plasma,  either  by 
centrifugation  or  by  gravity  (with  the  bag  or  bottle 
in  an  inverted  position,  blood  is  allowed  to  settle 
and  the  red  cells  are  drawn  off  from  the  bottom) . 
To  assure  sufficiently  complete  removal  of  leuko- 
cytes,  platelets  and  residual  plasma,  the  red  cells 


must  be  washed  tw'o  or  three  times  with  a sterile 
isotonic  solution.  This  procedure  is  laborious  and 
predisposes  to  bacterial  contamination;  it  should 
be  used  only  for  patients  with  severe  hypersensi- 
tivity to  leukocytes  or  platelets. 

EROZEN  RED  BLOOD  CELLS  - A new  and 
as  yet  experimental  method  for  freezing  red  blood 
cells  is  reported  to  preserve  them  for  one  year  or 
more  (A.  VV.  Rowe  et  ah.  Transfusion,  6:521,  1966)  . 
If  early  experience  is  confirmed,  it  will  be  possible 
to  store  rare  blood  types  in  a frozen  state.  (A  list 
of  persons  having  these  types  of  cells  is  kept  by 
the  American  Association  of  Blood  Banks,  30  North 
Michigan  Ave.,  Chicago,  111.)  It  will  also  be  possi- 
ble to  preserve  a patient’s  red  cells  for  his  owm  use, 
thereby  eliminating  the  risk  of  infusing  the  hepa- 
titis virus  or  antigens  to  which  the  patient  was 
previously  sensitized.  The  preparation  of  frozen 
red  blood  cells  is,  however,  laborious  and  requires 
the  addition  of  an  agent  such  as  glycerol  to  assure 
a uniform  rate  of  intracellular  crystal  formation. 
After  thawing,  the  cells  must  be  washed  several 
times  to  remove  the  glycerol. 

PLATELET  TRANSFUSIONS  - A unit  of  plat- 
elet-rich plasma  (PRP)  contains  80  to  90  per  cent 
of  the  platelets  normally  present  in  a unit  of 
fresh  w'hole  blood;  most  indications  for  platelet 
transfusion  require  several  units  of  PRP.  Platelet 
concentrates  are  prepared  from  PRP  by  more  pro- 
longed centrifugation;  they  are  about  as  effective 
as  PRP  and  have  the  advantage  of  eliminating  the 
risk  of  circulatory  overloading.  Platelets  are  usually 
administered  for  thrombocytopenic  hemorrhage;  in 
some  centers  they  are  given  to  patients  with  severe 
thrombocytopenia  even  when  there  is  no  bleeding, 
to  reduce  the  frequency  of  cerebral  hemorrhage. 

GRANULOCYTE  TRANSEUSIONS  - Granulo 
cyte  transfusions  have  had  widest  use  in  the  man- 
agement of  white  blood  cell  depression  following 
therapy  with  anti-tumor  drugs.  The  number  of 
granulocytes  believed  to  be  needed  to  improve 
response  to  infection  can  best  be  obtained  by 
plasmapheresis  from  patients  with  chronic  myelo- 
genous leukemia  who  have  had  a high  proportion 
of  polymorphonuclear  forms,  with  peripheral 
counts  of  100,000  cells  per  cti  mm.  Even  when  the 
granulocytes  are  available,  how'ever,  their  efficacy 
is  debatable  (E.  J.  Ereireich  et  ah,  Ann.  N.  Y. 
Acad.  Sci.,  113:1081,  1964) . 
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PLASMA  — The  use  of  plasma  has  decreased  in 
recent  years  because  of  the  availability  and  superi- 
ority of  whole  blood  or  packed  red  blood  cells 
for  the  treatment  of  hemorrhage,  and  because  the 
use  of  plasma  from  pooled  blood  is  associated  with 
a high  incidence  of  hepatitis.  Storage  of  plasma  at 
31.6°C  for  six  months  has  been  used  to  reduce 
the  risk  of  hepatitis  infection,  but  recent  experi- 
ence raises  questions  about  the  efficacy  of  such 
storage. 

The  chief  indication  for  plasma  is  in  the  treat- 
ment of  coagulation  deficiencies;  plasma  can  supply 
clotting  factors  quickly  and  in  great  quantity  with- 
out raising  the  hematocrit  above  normal.  Freezing 
of  the  plasma  is  necessary  to  preserve  the  labile 
clotting  factors,  V and  VIII  (AHF).  All  other  clot- 
ting factors  (VII,  IX,  X and  XI)  are  present  in 
non-frozen  preparations.  Frozen  plasma  can  be  pre- 
pared from  freshly  donated  blood  after  removal 
of  all  cellular  elements.  Frozen  dried  plasma  when 
reconstituted  contains  an  amount  of  antihemo- 
philic globulin  comparable  to  that  contained  in 
the  frozen  liquid  plasma. 

Both  frozen  and  non-frozen  plasma  can  be  pre- 
pared from  single-donor  or  pooled  blood.  In  pooled 
plasma  the  isoagglutinins  are  neutralized,  and  it 
can  be  handled  in  bulk  and  distributed  as  a pharma- 
ceutical product.  Because  of  the  increased  risk  of 
hepatitis,  however,  plasma  from  a single  donor  is 
preferred. 

Suggestions  for  LSD  Treatment 

Suggestions  on  treating  the  rising  number  of  vic- 
tims of  LSD  and  other  hallucinogenic  drugs  are 
offered  the  nation’s  physicians  in  the  current  Jour- 
nal of  the  American  Medical  Association. 

Comprehensive  treatment,  however,  goes  far  be- 
yond routine,  first-step  measures,  warns  a statement 
by  the  AMA’s  Council  on  Mental  Health  and  Com- 
mittee on  Alcoholism  and  Drug  Dependence. 

The  problems  of  drug  dependence  are  so  complex 
that  the  physician  may  find  he  needs  all  the  help 
he  can  get.  He  may  need  to  call  on  the  services  of 
psychiatrists,  other  medical  specialists,  and  the 
community’s  other  professional  resources,  such  as 
clergymen,  educators,  social  service  agencies,  and 
attorneys. 

“Hallucinogen-induced  dependence  is  psychologi- 
cal,” the  statement  said.  “The  drugs  have  a particu- 
lar attraction  for  adolescents  and  young  adults  who 

Reprinted  from  The  Nfedicnl  Letter  on  Drugs  and  Thera- 
peutics, New  York,  N.Y.,  Vol.  9,  No.  22,  November  3,  1967. 


are  socially  maladjusted  or  emotionally  inhibited 
and  who  constantly  seek  new  ‘experiences’  and  ‘in- 
sights’ ”. 

Drug  dependence  “is  almost  universally  sympto- 
matic of  underlying  personality  problems,  severe 
neurotic  conflicts,  or  psychotic  reactions,”  according 
to  the  AMA  statement. 

Thus,  an  important  step  in  the  physician’s  treat- 
ment is  to  determine  “what  is  really  bothering  (the 
drug  user)  at  both  conscious  and  unconscious 
levels.”  The  physician  also  has  to  learn  how  these 
needs  are  met  by  drugs.  Only  then  can  the  doctor, 
with  the  help  of  other  professionals,  offer  complete 
treatment. 

It  becomes  the  physician’s  task  to  help  the  patient 
comprehend  his  phychic  and  personal  problems, 
and  how  to  cope  with  them. 

“Short  of  this,  the  physician  may  have  to  give 
long-term  supportive  therapy  that  will  enable  the 
patient  to  live  a productive  and  satisfying  a life 
as  possible  with  his  psychic  handicap  and  in  a 
drug-free  state.” 

At  least  three  types  of  users  of  hallucinogenic 
drugs  have  been  noted: 

One  consists  of  narcotic  drug-dependent  persons 
who  take  LSD  or  other  hallucinogens  infrequently 
after  a “hx”  with  narcotics. 

Another  group  includes  users  of  other  drugs, 
especially  marihuana,  who  relish  the  more  intense 
effects  of  hallucinogens. 

A third  group  is  composed  of  persons  who  re- 
peatedly take  LSD  only  or  in  combination  with 
other  hallucinogens  over  a sustained  period  of  two 
weeks  to  a month.  Unlike  those  in  the  second  group, 
they  take  the  drugs  not  for  social  purposes,  but  to 
achieve  “some  personal,  esoteric  goal.” 

A variety  of  complications  have  been  reported, 
but  three  appear  to  be  most  prevalent. 

1.  Reappearance  of  the  hallucinated,  disorgan- 
ized state  without  drug-taking.  This  has  occurred 
within  two  months  after  a series  of  relatively  few 
exposures  to  hallucinogenic  drugs.  It  also  occurred 
more  than  12  months  after  one  person  took  the 
drugs  more  than  200  times  over  a period  of  years. 

2.  Panic  is  a frequent  complication.  “Hospitaliza- 
tion may  be  sought  by  the  user  or  his  companion, 
neither  of  whom  can  cope  with  the  sense  of  terror.” 

3.  A third,  relatively  common,  complication  is  an 
extended  period  of  psychosis,  sometimes  after  a 
single  exposure  to  drugs,  and  usually  involving  a 
person  who  was  “prepsychotic”  or  had  a history  of 
psychosis. 
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